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ACT RUSSEL/A 



LI STR 
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FILE 'HCAPLUS 1 ENTERED AT 14:08:28 ON 24 FEB 2003 
L3 32 S L2 

L4 20124 3 S ANTIBIOT? OR ANTIMICRO? OR ANTIBACTER? OR BACTER I C I D ? OR BACT 

L5 2163 S LASPARTOMYCIN OR ASPARTOCIN OR LIPOPEPTIDE? OR A 219782 OR CY 

L6 8 S L3 AND (L4 OR L5) 

L7 24 S L3 NOT L6 

L8 13 S L3 AND 63/SX,SC 

L9 18 S L8 OR L6 

L10 14 S L3 NOT L9 

FILE 1 REGISTRY ' ENTERED AT 14:11:46 ON 24 FEB 2003 

FILE 'HCAPLUS' ENTERED AT 14:11:51 ON 24 FEB 2003 

FILE ' HCAOLD ' ENTERED AT 14:13:12 ON 24 FEB 2003 
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=> fil reg 

FILE 'REGISTRY 1 ENTERED AT 14:11:46 ON 24 FEB 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2003 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 23 FEB 2003 HIGHEST RN 494189-41-2 
DICTIONARY FILE UPDATES: 23 FEB 2003 HIGHEST RN 494189-41-2 

TSCA INFORMATION NOW CURRENT THROUGH MAY 20, 2002 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

Crossover limits have been increased. See HELP CROSSOVER for details. 

Experimental and calculated property data are now available. See HELP 
PROPERTIES for more information. See STNote 27, Searching Properties 
in the CAS Registry File, for complete details: 
http: //www. cas . org/ONLINE/STN/STNOTES/stnotes2 7 . pdf 
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O 
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NODE ATTRIBUTES: 
CONNECT IS El RC AT 1 
DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 
ECOUNT IS M6-X2 0 C AT 1 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 7 

STEREO ATTRIBUTES: NONE 

L2 65 SEA FILE=REGISTRY SSS FUL Ll 

100. 0^ PROCESSED 58143 ITERATIONS 65 ANSWERS 

SEARCH TIME: 00. 00 . 02 



=> fil hcaplus 

FILE 'HCAPLUS' ENTERED AT 14:11:51 ON 24 FEB 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS " FOR DETAILS. 

COPYRIGHT (C) 2 00 3 AMERICAN CHEMICAL SOCIETY (ACS) 
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Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this inf or mation, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 24 Feb 2003 VOL 138 ISS 9 
FILE LAST UPDATED: 23 Feb 2003 ( 2 0 0 3 022 3/ ED ) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

'OBI' IS DEFAULT SEARCH FIELD FOR 'HCAPLUS' FILE 
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(FILE 'REGISTRY' ENTERED AT 14:08:24 ON 24 FEB 2003) 



FILE 'HCAPLUS' ENTERED AT 14:08:28 ON 24 FEB 2003 

L3 32 S L2 

L4 20124 3 S ANTIBIOT? OR ANTIMICRO? OR ANTI BACTER? OR BACTERI CI D? OR BACT 

L5 2163 S LASPARTOMYCIN OR ASPARTOCIN OR LI POPEPTIDE? OR A 21978C OR CY 

L6 8 S L3 AND (L4 OR L5) 

L7 2 4 S L3 NOT L6 

L8 13 S L3 AND 63/SX, SC 

L9 18 S L8 OR L6 

L10 14 S L3 NOT L9 

FILE 'REGISTRY' ENTERED AT 14:11:46 ON 24 FEB 2003 

FILE 'HCAPLUS* ENTERED AT 14:11:51 ON 24 FEB 2003 
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L2 65 SEA FILE=REGI STRY SSS FUL LI 

L3 32 SEA FILE=HCAPLUS ABB-ON PLU=ON L2 

L4 201243 SEA FILE=HCAPLUS ABB-ON PLU=ON ANTIBIOT7/OBI OR ANTIMICRO? / OB 

I OR ANTI BACTER?/ OBI OR BACTERI CI D? /OBI OR BACT E R I O S TAT ? / OB I 

L5 2163 SEA FILE=HCAPLUS ABB=ON PLU=ON LAS PARTOMYC IN/OBI OR ASPAF.TOCI 

N/OBI OR LIPOPEPTIDE7/OBI OR A 21978C/OBI OR CYCLOPEPTI D? /OBI 

L6 8 SEA FILE-HCAPLUS ABB-ON PLU=ON L3 AND (L4 OR L5) 

L8 13 SEA FILE-HCAPLUS ABB==ON PLU=ON L3 AND 63/SX, SC 

L9 18 SEA FILE=HCAPLUS ABB=ON PLU=ON L8 OR L6 
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TITLE: Hydrophobic polyamine analogs and methods for their 

use 

INVENTOR'S): Burns. Mark Robert; Graminski, Gerard F . ; Banduir, 
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PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



Nand 

Oridigm Corporation, USA 

PCT Int. Appl. , 91 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



WO 2002053519 


A2 


20020711 




WO 2002-US347 




20020108 
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TD, 


TG 


PRIORITY APPLN. 


INFO 












US 2001- 


260415P 


P 


20010108 






OTHER SOURCE (S) : 






MARPAT 


137 : 


88483 



















AB 



IC 
CC 

IT 



The invention provides polyamine analogs and derivs. contg. a hydrophobe 
region and a polyamine region, as well as methods and compns . for their 
use. The compds . of the invention can be used e.g. to treat cancer 
osteoporosis, asthma, etc. 
ICM C07C 

1-12 (Pharmacology) 

Section cross-reference (s) ; 63 

Alzheimer's disease 

Anti -Alzheimer 1 s agents 

Anti -inflammatory agents 

Antiarthritics 

Antiasthmatics 

Antibacterial agents 
Anticonvulsants 
Antidiabetic agents 
Antiglaucoma agents 
Ant i hyper tens i ves 
Antitumor agents 
Antiulcer agents 
Antiviral agents 
Anxiety 
Anxiol ytics 
As thma 

Autoimmune disease 
Cardiovascular agents 
Cosmetics 

E^rug delivery systems 

Drug dependence 

Drug interactions 

Epi lepsy 

Fungicides 

G iau c oiua (disease } 

Human 

Hyperp'd rathy roidi sm 
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IT 



IT 



RN 

CN 



Hypertension 
Inflammation 
Neoplasm 

Nervous system agents 
Osteoporos is 
Parasiticides 
Psoriasis 

Rheumatoid arthritis 
Structure-activity relat Lonship 
Transplant and Transplantation 

(hydrophobic polyamine analogs and use) 
56-84-8D, L-Aspartic acid, derivs. 56-86-0D, L-Glutamic acid, derivs . 
56-87-1D, L-Lysine, derivs. 70-26-8D, Ornithine, derivs. 71-44-3D, 
Spermine, derivs. 110-60-1D, Putrescine, derivs. 124-20-^D, 
Spermidine, derivs. 305-62-4D, 2 , 4 - Diaminobut yr ic acid, derivs . 



70052- 


12-9 




. alpha . -Di f luoromethy lor ni thine 134 951 


-06 


-7 330162 


-58- 


330162 


-75- 




330162- 


76- 


0 


330163- 


03- 


6 


441022-65- 


7 


441022- 


68- 


0 


441022 


-71- 


S 


441022- 


72- 


6 


441022- 


73- 


7 


441022-74- 


8 


441022- 


7 5- 


9 


441022 


-76- 


0 


441022- 


78- 


■> 


441022- 


8 0- 
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441022-81- 
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441022- 


82- 


8 


441022 


-83- 




441022- 


84- 


0 


441022- 


85- 


1 


441022-86- 




441022- 


87- 


3 


441022 


-88- 


4 


441022- 


8 9- 


5 


441022- 


90- 


8 


441022-91- 


9 


441022- 


92- 


0 


441022 


-93- 


1 


441022- 


94- 


■■■> 


441022- 


95- 


3 


441022-96- 


4 


441022- 


98- 


6 


4 41023 


-00- 


3 


441023- 


02- 


5 


441023- 


04- 


7 


441023-06- 


9 


441023- 


08- 


1 


44102 3 


-10- 


5 


441023-12 


-7 




44 1023-13 


-8 




441023-15-0 










44102 3 


-17- 




441023- 


19- 


4 


44102 3- 


21- 
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441023-22- 
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441023- 


23- 


0 


441023 


-24- 


I 


441023- 


25- 
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2 6- 
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44102 3-2 7- 
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441023- 


28- 
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4 41023 


-59- 


-\ 


44102 3- 


60- 


b 


4 4102 3- 


61- 
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441023-62- 
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441023- 


63- 


8 


4 41023 


-64- 
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441023- 


65- 


(J 


4 41023- 


66- 
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441023-67- 
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68- 
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441023 


-69- 
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441023- 


7 0- 


7 


441023- 


71- 
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441023-72- 
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441023- 


73- 
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441023 


-74- 


1 


441023- 


75- 




441023- 


76- 


3 


441023-77- 


4 


441023- 


78- 
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4 4102 3 


-79- 
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441764- 


81- 
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4 417 64- 


82- 
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441764-83- 


6 









RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(hydrophobic polyamine analogs and use) 
441023-12-7 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(hydrophobic polyamine analogs and use) 
441023-12-7 HCAPLUS 

Hexanamide, N- [ 3- [ [ 4- [ ( 3 -aminop ropyl ) amino] butyl ] amino] propyl ] -'2 



, 6- 



bis [ (hexadecylsulf onyl ) amino ] - , 
Absolute stereochemistry. 



2S) 



;9ci; 
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INVENTOR (S) 



PATENT ASSIGNEE (S) 
SOURCE: 



DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



laspartomycin derivatives 

Borders, Donald B.; Curran, William V. 



Fant ini , 



Amedeo A.; Francis, Noreen D.; Jarolmen, Howard; 

Reese, Richard A. 

USA 

U.S. Pat. Appl. Publ., 35 pp., Cont . -in-part of U.S. 

Ser. No. 760,328. 

COD EN : USXXCO 

Patent 

English 



APPLICATION NO. DATE 



US 2001-904352 20010713 
US 2001-760328 20010112 
US 2000-219059P P 20000717 
US 2000-220950P P 20000726 
US 2001-760328 A2 20010112 
OTHER SOURCE(S): MARPAT 136:247893 

AB The invention provides methods for prepg. laspartomycin core peptides and 
for treating and/or preventing microbial infections in a subject. Thus, 
Me (CH2 ) 13CO-L-Phe-L-Asp-R (R is the core cyclic peptide of laspartomycin) 
was prepd. and showed MIC = 16 .mu.g/mL using Staphylococcus aureus strain 
Smith as the assay organism. 

IC ICM A61K038-12 
ICS C12P02I-02 

NCL 514009000 

CC 34-3 (Amino Acids, Peptides, and Proteins) 

Section cross-reference ( s ) : 1, 9 
ST antibiotic laspartomycin deriv 
IT Streptomyces viridochromogenes 

(komabensis; prepn. of antimicrobial laspartomycin 
derivs . ) 
IT Actmoplanes utahensis 
Antibiotics 
Fermentation 

(prepn. of antimicrobial laspartomycin derivs.) 
IT 62 168-75-6P, Deacylase 

RL: BPN ( Biosynthetic preparation); CAT (Catalyst use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(prepn. of antimicrobial laspartomycin derivs.) 
IT 392o56-28-9P 

RL: BPN (Biosynthetic preparation); PAC (Pharmacological activity); PUR 
(Purification or recovery); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(prepn. of antimicrobial laspartomycin derivs.) 
IT 392699-69-3P 

RL: BPN (Biosynthetic preparation); PRP (Properties); PUR (Purification or 
recovery); RCT (Reactant); BIOL (Biological study); PREP (Preparation); 
PACT (Reactant or reagent) 

(prepn. of antimicrobial laspartomycin derivs.) 

IT 392656-33-6E 1 

RL: BPN (Biosynthetic preparation); PRP (Properties!; PUR (Purification or 
recovery); RCT (Reactant); SPM (Synthetic preparation); BIOL (Biological 
study); PREE' (Preparation); RACT (Reactant or reagent) 
iprepn. of antimicrobial laspartomycin derivs. j 



PATENT NO. 



KIND DATE 



US 2002035063 
US 6511962 
PRIORITY APPLN. INFO. 



Al 
Bl 



20020321 
20030128 
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IT 392656-55-2P 392656-56-3P 392656-59-6P 392656-63-2P 392656-64-3P 
PJj : IMF (Industrial manufacture); PAC (Pharmacological activity); PRP 
(Properties); PUR (Purification or recovery); RCT (Reactant) ; SPN 
(Synthetic preparation); THU (Therapeutic use); BIOL (Biological, study); 
PREP (Preparation); PACT (Reactant or reagent); USES (Uses) 
(prepn. of antimicrobial laspartomycin derivs . ) 

IT 392656-53-0P 

RL: IMF (Industrial manufacture); PAC (Pharmacological activity); PRP 
(Properties); PUR (Purification or recovery); SPN (Synthetic preparation); 
BIOL (Biological study); PREP (Preparation) 

(prepn. of antimicrobial laspartomycin derivs.) 
IT 392656-35-8P 392656-37-0P 392656-39-2P 392656-40-5P 392656-46-1P 
392 656-51-8 P 3'V; 6b 6-54- IP 392 656-58- 5P 3 92 65 6- 60-9 P 392 7 11- 94 -3P 
RL: IMF (Industrial manufacture); PAC (Pharmacological activity); PRP 
(Properties); PUR (Purification or recovery); SPN (Synthetic preparation); 
THU (Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses ) 

(prepn. of antimicrobial laspartomycin derivs.) 
IT 392656-43-8P 392656-45-0P 392656-49-4P 392656-52-9P 
392 656-57-4 P 3927 11- 93-2 P 

PL: IMF (Industrial manufacture); PRP (Properties); PUR (Purification or 
recovery); RCT (Reactant); SPN (Synthetic preparation); PREP 
(Preparation) ; RACT (Reactant or reagent) 

(prepn. of antimicrobial laspartomycin derivs.) 
IT 392656-34-7P 392656-36-9P 392656-38-1P 392656-41-6P 
392656-42-7P 392656-44-9P 392656-50-7P 

RL: IMF (Industrial manufacture); PRP (Properties); PUR (Purification or 
recovery); SPN (Synthetic preparation); PREP (Preparation) 
(prepn. of antimicrobial laspartomycin derivs.) 

IT 392656-48-3 392656-61-0 392656-62-1 392656-65-4 392656-66-5 
392 71 1-92-1 392712-22-0 

RL: PAC (Pharmacological activity) ; THU (Therapeutic use) ; BIOL 
(Biological study); USES (Uses) 

(prepn. of antimicrobial laspartomycin derivs.) 
IT 219901-76-5 392335-64-7 392335-65-8 392335-66-9 392335-67-0 
392335-68-1 
RL: PRP (Properties) 

(prepn. of antimicrobial laspartomycin derivs.) 
IT 392335-49-8P, Pentadecanoyl-L-aspartic acid 4-O-benzyl ester 
392 335-50-1P 392656-30-3P 

RL: PRP (Properties); PUR (Purification or recovery); RCT (Reactant); SPN 
(Synthetic preparation); PREP (Preparation); PACT (Reactant or reagent) 
(prepn. of antimicrobial laspartomycin derivs.; 
IT 3 92 65 6- 31- 4 P 392 65 6-32- 5 P 

RL: PRP (Properties); PUR (Purification or recovery); SPN (Synthetic 
preparation) ; PREP (Preparation) 

(prepn. of antimicrobial laspartomycin derivs.) 
IT 1002-84-2, Pentadecanoic acid 194 3-84-6, Hexadeoylisocyanate 
2177-63-1, L-Aspartic acid 4-O-benzyl ester 2312-15-4, 

p-Dodecyloxybenzoic acid 2 592-95-2, 1 -Hydro;-; ybenzot riazole 3224-48-4 , 
Tetradecylisothiocyanate 4202-38-4 5519-23-3, p-Decyloxybenzoic acid 
244n0-74-0, Dodecyl chloro formate 58725-40-9, p-Dodecanamidobenzoic acid 
.131*03-81-1, Decanesul fonyl - L -phenylalanine 219901-81 -2, 

N- Pentadecanoyl-L -phenylalanine 3^1865-52-4 392 3 35-51-2 3 92335-53-4 
3 92335-55-6 3 92335-56-7 392335- 57- 8 , N-Pentadecanoyl-D --phenyl alanine 
392 "35 58 r > 392335-59-0 392335-60-3 3 Q 2335-61-4 392335-62-5 
3923 35-63-6 

RL: FCT (Reactant); RACT (Reactant or reagent:) 
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(prepn. of antimicrobial laspartomycin derivs . ) 
IT 392656-49-4P 

RL: IMF (Industrial manufacture); PRP (Properties); PUR (Purification or 
recovery); RCT (Reactant); SPN {Synthetic preparation); PREP 
(Preparation); RACT (Reactant or reagent) 

(prepn. of antimicrobial laspartomycin derivs.) 
RN 392656-49-4 HCAPLUS 

CN Proline, N- ( hexadecyl sul f onyl ) -L- . alpha. -aspartyl-3-aminoalanyl-2- 
p i pe r idi ne car bony lglycyl- . alpha . -a spa rtylglycyl- . alpha . - 
aspartylglycylallothreonylisoleucyl- , 1- (1, 1-dimethylethyl ) ester, 
(11. fwdarw.2) -lactam (9CI) (CA INDEX NAME) 
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OH 
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Et Me 



IT 392656-36-9P 392656-50-7P 

RL: IMF (Industrial manufacture); PRP (Properties); PUR (Purification or 
recovery); SPN (Synthetic preparation); PREP (Preparation) 
(prepn. of antimicrobial laspartomycin derivs.) 
RN 392656-36-9 HCAPLUS 

CN Proline, N-(decylsulfonyl)-L-phenylalanyl-L-. alpha. -aspartyl- 3-aminoalany 1 
2- pipe ridinecarbonylgLycyl-. alpha. -aspartylglycyl-. alpha. - 
aspartylglycylallothreonylisoleucyl--, ( 12 . f wda rw. 3 ) - lactam (9CI) ( CA 
INDEX NAME ) 
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RN 3 Q 2 656-50-7 HCAPLUS 

CN Proline, N- ( hexadecylsul fonyl ) -L- . alpha . -aspartyl - 3 -aminoa lanyl -2 ~ 
p iperidineca rbonyl g 1 ycy 1 - . a 1 pha . -aspartylglycyl- .alpha . - 
asparty Lglycy lallothreonylisoleucyl-- , ( L 1 . fwda rw . 2 )- lactam ( q CI) (CA 
INDEX NAME) 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE: 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2002 : 172480 HCAPLUS 
136:229329 

Antimicrobial sulfonamide derivatives of 
lipopeptide antibiotics 

Curran, William V. ; Leese, Richard A. ; Jarolmen, 

Howard; Borders, Donald B. 

USA 

U.S. Pat. Appl. Publ . , 25 pp., Cont . -in-part of 

Ser. No. 760,328. 

CODEN: USXXCO 

Patent 

English 



PATENT NO. 



KIND DATE 



US 2002 02 8771 A 1 

US 65 1. 1962 Bl 
PRIORITY APPLN . INFO. : 



? 0 Q ? Q 3 Q 7 
20030 128 



APPLICATION NO. DATE 

US 2 0 01- 9 04 7 2 0010713 

US 2001-760328 200 101 L2 

US 2 000-2 1 9 059P P 2 0 00 0717 
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US 2000-220950P P 20000726 
US 2001-760328 A2 20010112 
OTHER SOURCE(S): MARPAT 136:229329 

AB The present invention provides antimicrobial sulfonamide derivs. of 
lipopeptide antibiotics, pharmaceutical compns . of antimicrobial 
sulfonamide derivs., methods for making antimicrobial sulfonamide derivs., 
methods for inhibiting microbial growth with antimicrobial sulfonamide 
derivs. and methods for treating or preventing microbial infections in a 
subject with antimicrobial sulfonamide derivs. Antimicrobial sulfonamide 
derivs. are generally amino core antibiotics that have been further 
modified with a lipophilic sulfonyl group. 

IC ICM A61K038-12 
ICS C07K007-64 

NCL 5 14009000 

CC 10-5 (Microbial, Algal, and Fungal Biochemistry) 
ST sulfonamide deriv lipopeptide antibiotic 

IT Sulfonamides 

RL: BMF ( Bioindust r ial manufacture); BPN ( Biosynthetic preparation); BIOL 
(Biological study); PREP (Preparation) 

(antimicrobial sulfonamide derivs. of lipopeptide 
antibiotics) 

IT Actinoplanes utahensis 
Fe rmentation 

(deacylase fermn. for the prodn. of antimicrobial sulfonamide 
derivs. of lipopeptide antibiotics) 
IT Antibiotics 

(lipopeptide; antimicrobial sulfonamide derivs. of 
lipopeptide antibiotics) 
IT 62168-75-6P, Deacylase 

RL: BPN (Biosynthetic preparation); CAT (Catalyst use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(antimicrobial sulfonamide derivs. of lipopeptide 
antibiotics ) 
IT 392699-75-1P 392699-76-2P 

RL: BPN (Biosynthetic preparation); PRP (Properties); PUR (Purification or 
recovery); SPN (Synthetic preparation); BIOL (Biological study); PREP 
( P reparation) 

(antimicrobial sulfonamide derivs. of lipopeptide 
antibiotics ) 
IT 172454-99-8P 391865-45-5P 391865-46-6P 

391865-53-5P 392688-01-6P 392699-69-3P 392699-80-8P 

RL: PRP (Properties); PUR (Purification or recovery); RCT (Reactant); SPN 
(Synthetic preparation); PREP (Preparation); RACT (Reactant or reagent) 

(antimicrobial sulfonamide derivs. of lipopeptide 

antibiotics ) 

IT 391865-54-6P 392699-69-3DP, isomers 392699-79-5P 

FL: PRP (Properties); PUR (Purification or recovery); SPN (Synthetic 
preparation); PREP (Preparation) 

(antimicrobial sulfonamide derivs. of lipopeptide 

antibiotics ) 
IT 41.L7-65-1P, Aspartocin 

FL: PUR (Purification or recovery); RCT (Reactant); PREP (Preparation); 
FACT (Reactant or reagent) 

(antimicrobial sulfonamide derivs. of lipopeptide 

antibiotics ) 

IT 391.865 47 -7P 39 1865-4 8 -8P 3 9 _I 8 6 5 - 4 9 - 9 P 391865-50-2P 391865-S1-3P 
403608-68- 4P 

RL: PUR (Purification or recovery); RCT (Reactant); SPN (Synthetic 
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preparation); PREP (Preparation); RACT (Reactant or reagent) 
(antimicrobial sulfonamide derivs. of lipopeptide 
antibiotics ) 

IT 538-75-0, Dicyclohexylcarbodiimide 1676-90-0 2592-95-2, 
1-Hydroxybenzotriazoie 391865-52-4 
RL: RCT (Reactant); RACT (Reactant or reagent) 

(antimicrobial sulfonamide derivs. of lipopeptide 
antibiotics ) 
IT 392699-75-1P 392699-76-2P 

RL: BPN ( Biosynthetic preparation); PRP (Properties); PUR (Purification or 
recovery); SPN (Synthetic preparation); BIOL (Biological study); PREP 
( Preparation ) 

(antimicrobial sulfonamide derivs. of lipopeptide 
antibiotics ) 

RN 392699-75-1 HCAPLUS 

CN L- Proline, N- ( hexadecylsul f onyl ) -L- tryptophyl-L- . alpha . -a spa r tyl - 3 -ami no- L- 
alanyl- (2R) -2 -pipe ridine car bony lglycyl- L-- .alpha . -a spa r tylgl ycyl- L- .alpha . - 
aspartylglycylallothreonyli soleucyl- , ( 12 . f wdarw . 3 ) -lactam (9CI) (CA 
INDEX NAME) 
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PAGE 1-B 



C02H 



CH2 CO2H 



RN 392699-76-2 HCAPLUS 

CN L- Pro line, N- (hexadecylsulf onyl ) -L-phenylalanyl-L- . alpha . -aspartyl- 3-amino- 
L-alanyl- (2R) -2 -piper idineca r bony lgl ycyl -L- . alpha. -as part ylglycyl-L- 
. alpha . -aspartylglycylallothreonylisoleucyl-, ( 12 . fwdarw. 3 ) -lactam ( 9CI ) 
(CA INDEX NAME) 
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PAGE 1-B 



C02H 



IT 391865-45-5P 391865-46-6P 391865-53-5P 
392699-80-8P 

RL: PRP (Properties); PUR (Purification or recovery); RCT (Reactant); SPN 
(Synthetic preparation); PREP (Preparation); RACT (Reactant or reagent) 

(antimicrobial sulfonamide derivs . of lipopeptide 

antibiotics) 

RN 391865-45-5 HCAPLUS 

CN L- Proline, N- ( decyl sul f onyl ) glycyl-L- . alpha . -aspartyl- (2S,3R)-2,3- 

diaminobutanoyl- (2R) -2-piperidinecarbonyl- ( 3S) -3-methyl-L- . alpha . -aspartyl - 
L- . alpha . -aspartylglycyl-L- . alpha . -aspartylglycyl- (2R, 3R) -2 -amino- 3- [ [ ( 9H- 
f luoren-9-ylmethoxy ) carbonyl ] amino] butanoyl-L- valyl- , ( 12 . fwdarw. 3 ) -lactam 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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PAGE 1-B 
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RN 391865-46-6 HCAPLUS 

CN L- Proline, N- (decylsul fonyl ) glycyl-L- . alpha .-aspartyl-(2S,3R)-2,3- 

diaminobutanoyl- (2R) -2-piperidinecarbonyl- (3S) -3 -me thyl-L- . alpha, -aspartyl- 
L- . alpha . -aspartylglycyl-L- . alpha . -as part ylgl ycyl- (2R, 3R) -2 , 3- 
diaminobutanoyl-L-valyl-, ( 12 . f wda rw . 3 ) - lactam (9CI) ( CA INDEX NAME) 

Absolute stereochemistry. 
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RN 391865-53-5 HCAPLUS 

CN L- Proline, N- ( hexadecylsul f onyl ) -L-phenylalanyl -L- . alpha . -aspartyl- ( 2S, 3R) 
2 , 3-diaminobutanoyl- ( 2R) -2 -piper idineca rbonyl- (3S)-3-methyl-L-. alpha . - 
aspartyl-L-. alpha, -aspartylglycyl-L-.alpha.-aspartylglycyl- (2R, 3R) -2 -amino 
3- [ [ (9H-fluoren-9-ylmethoxy)carbonyl] amino] buta no yl-L-valyl-, 
( 12 . fwdarw. 3) -lactam (9CI) ( CA INDEX NAME) 



Absolute stereochemistry. 
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RN 392699-80-8 HCAPLUS 

CN L- Proline, N- ( hexadecyl sul f onyl ) -L- . alpha . -aspartyl-3-amino-L-alanyl- (2R) 
2-piperidinecarbonylglycyl-L- . alpha. -aspartylglycyl-L-. alpha . - 
aspartylglycylallothreonylisoleucyl-, ( 1 1 . fwdarw. 2 ) -lactam (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
Currently available stereo shown. 
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PAGE 2 -A 

Et Me 
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IT 391865-54-6P 392699-79-5P 

RL: PRP (Properties); PUR (Purification or recovery); SPN (Synthetic 
preparation); PREP (Preparation) 

(antimicrobial sulfonamide derivs. of lipopeptide 

antibiotics ) 

RN 391865-54-6 HCAPLUS 

CN L- Proline, N- ( hexadecyl sul f onyl ) -L-phenylalanyl-L-. alpha .-aspartyl- (2S, 3R) - 
2 , 3-diaminobutanoyl- ( 2R) -2-piperidinecarbonyl- ( 3S ) -3 -methyl -L- . alpha . - 
aspartyl- L-. alpha .-aspartylglycyl-L-.alpha.-aspartylglycyl- ( 2R, 3R) -2, 3- 
diaminobutanoyl-L-valyl-, ( 12 . f wdarw. 3 ) -lactam (9CI) ( CA INDEX NAME) 

Absolute stereochemistry. 
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RN 392699-79-5 HCAPLUS 

CN L- Proline, N- ( hexadecylsul f onyl ) -L- . alpha . -aspartyl- 3 -ami no- L-alanyl - (2R) 
2-piperidinecarbonylglycyl-L- .alpha. -aspartyl glycyl-L-. alpha . - 
aspartylglycylallothreonylisoleucyl- , 1- (i, I -dimethyl ethyl ) ester, 
(11. fwdarw.2) -lactam (9CI) (CA INDEX NAME) 
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PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
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PATENT INFORMATION: 



2002 : 71894 HCAPLUS 
136: 134619 

Derivatives of laspartomycin and preparation 
and use thereof 

Borders, Donald B.; Curran, William V.; Fantini, 
Amadeo A.; Francis, Norren D.; Jarolmen, Howard; 
Leese, Richard A. 

Int rabiot lcs Pharmaceuticals, Inc., USA 



PCT Int. Appl. 
CODB:N: PIXXD2 
Patent 
English 



9 9 p P 



PATENT NO. KIND DATE APPLICATION NO. DATE 



WO 2002G05838 Al 20020124 WO 2001-US22353 20010717 



W: AE, 


AG, 


AL, 


AM, 


AT, 


AU , 


AZ, 


BA, 
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BR, 


BY, 


BZ, 


CA, 


CH, 


CN, 


CO, 


CR, 


CU, 


cz, 


DE, 


DK, 


DM, 


DZ, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 
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C 'i 
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ZW, 


AT, 


BE, 


CH, 
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DK, 


ES, 


FI, 
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GB, 


GR, 


IE, 
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LU, 
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TR, 
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CF, 


CG, 


01, 


CM, 


GA, 


GN, 


GQ, 
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MR, 


NE, 


SN, 


TD, 
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US 6511962 Bl 20030128 US 2001-760328 20010112 

PRIORITY APPLN. INFO.: US 2000-219059P P 20000717 

US 2000-220950P P 20000726 
US 2001-760328 A 20010112 
OTHER SOURCE(S): MARPAT 136:134619 

AB The present invention provides laspartomycin core peptides, laspartomycin 
core peptide derivs., antimicrobial laspartomycin derivs., methods for 
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making laspartomycin core peptides, methods for making laspartomycin core 
peptide derivs., methods for making antimicrobial laspartomycin derivs., 
pharmaceutical compns . of antimicrobial laspartomycin derivs., methods of 
inhibiting microbial growth and methods for treating and/or preventing 
microbial infections in a subject. 

IC 1CM A61K038-12 

ICS C07K007-56; C12P021-04 

CC 26-6 ( Biomolecules and Their Synthetic Analogs) 
Section cross-reference ( s ) : 10 

ST antibiotic laspartomycin deriv 

IT Actinoplanes utahensis 
Antibiotics 
Fe rmenta tion 

{derivs. of laspartomycin and prepn. and use thereof) 
IT St reptomyces vi ridochromogenes 

(komabensis; derivs. of laspartomycin and prepn. and use 
thereo f ) 
IT 62I68-75-6P, Deacylase 

RL : BPN ( Biosynthetic preparation); CAT (Catalyst use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(derivs. of laspartomycin and prepn. and use thereof) 
IT 392656-28-9P 

RL: BPN (Biosynthetic preparation); PAC (Pharmacological activity); PUR 
(Purification or recovery); BIOL (Biological study); PREP (Preparation) 
(derivs. of laspartomycin and prepn. and use thereof) 
IT 392699-69-3P 

RL: BPN (Biosynthetic preparation); PRP (Properties); PUR (Purification or 
recovery); RCT (Reactant); BIOL (Biological study); PREP (Preparation) ; 
PACT (Reactant or reagent) 

(derivs. of laspartomycin and prepn. and use thereof) 
IT 392656-33-6P 

RL: BPN (Biosynthetic preparation); PRP (Properties); PUR (Purification or 
recovery); RCT (Reactant); SPN (Synthetic preparation); BIOL (Biological 
study); PREP (Preparation); RACT (Reactant or reagent) 
(derivs. of laspartomycin and prepn. and use thereof) 

IT 392656-55-2P 392656-56-3P 392656- 59-6P 392656-63-2P 392656-64-3P 
RL: IMF (Industrial manufacture); PAC (Pharmacological activity); PRP 
(Properties); PUR (Purification or recovery); RCT (Reactant); SPN 
{Synthetic preparation); BIOL (Biological study); PREP (Preparation); RACT 
(Reactant or reagent) 

(derivs. of laspartomycin and prepn. and use thereof) 

IT 3 92656-35-8 P 3 92 65 6- 37- OP 392 65 6- 39-2 P 392656 -4 C-5P 3 92 656-4 6- IP 
39:: 65 6- 51 -8 P 3 92 65 6-53- OP 3 92 65 6- 54- IP 392 65 6- 58- 5P 3 92 65 6- 60- 9 P 
39271 1-94-3P 

RL: IMF (Industrial manufacture); PAC (Pharmacological activity); PRP 
(Properties); PUP (Purification or recovery) ; SPN (Synthetic preparation); 
BIOL (Biological study); PREP (Preparation) 

(derivs. of laspartomycin and prepn. and use thereof) 
IT 392656-43-8P 392656-45-0P 392656-49-4P 392656-52-9P 
392 656-57-4 P 3 9271 1-93-2 P 

RL: IMF (Industrial manufacture); PRP (Properties); PUR (Purification or 
recovery); RCT (Reactant); SPN (Synthetic preparation); PREP 
(Preparation); RACT (Reactant or reagent) 

(derivs. of laspartomycin and prepn. and use thereof] 
IT 392656-34-7P 392656-36-9P 392656-38-1P 392656-41-6F 
39265o-42-7P 392656-44-9P 392656-50-7P 

RL: IMF (Industrial manufacture); PFP (Properties); PUR (Purification or 
recovery); SPN (Synthetic preparation); PREP (Preparation) 
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(derivs. of laspartomycin and prepn. and use thereof) 
392656-48-3 392656-61-0 392656-62-1 392656-65-4 392656-66-5 
3 9.! 7 11-92-1 392712-22-0 

RL: PAC (Pharmacological activity); BIOL (Biological study) 

(derivs. of laspartomycin and prepn. and use thereof) 
1002-84-2, Pentadecanoic acid 194 3-84-6, Hexadecylisocyanate 
21/7-63-1, L-Aspartic acid 4-O-benzyl ester 2312-15-4, 

p-Dodecyloxybenzoic acid 2592-95-2, 1-Hydroxybenzotriazole 3224-48-4, 
Te t radecylisothiocyanate 4202-38-4 5519-23-3, p-Decyloxybenzoic acid 
24460-74-0, Dodecyl chlorof ormate 58725-40-9, p Dodecanamidobenzoic acid 
131803-81-1, Decanesulfonyl-L-phenyialanine 2 19901-81-2, 

N-Pentadecanoyl-L-phenylalanine 3918 65-52-4 3 92 335-5 5-6 392 335-56-7 
39^335-57-8, N-Pentadecanoyl-D-phenylalanine 392335-58-9 392 335-59-0 
3 92 3 35-60-3 3 92335-61-4 392335-62-5 392335-63-6 
RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(derivs. of laspartomycin and prepn. and use thereof) 
392656-49-4P 

RL: IMF (Industrial manufacture); PRP (Properties); PUR (Purification or 
recovery); RCT (Reactant); SPN (Synthetic preparation); PREP 
(Preparation) ; RACT (Reactant or reagent) 

(derivs. of laspartomycin and prepn. and use thereof) 
392 6 5 6-4 9-4 HCAPLUS 

Prol ine, N- (hexadecylsul f onyl ) -L- . alpha . -aspartyl -3-aminoalanyl-2- 
pipe ridine car bony lglycyl- . alpha . -a spar tylglycyl- . alpha . - 
aspa rtylglycylallothreonylisoleucyl- , 1~ (1, 1-dimethylethyl ) ester, 
(11 . fwdarw.2) -lactam (9CI) (CA INDEX NAME) 
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PAGE 2 -A 



Et Me 



392656-36-9P 392656-50-7P 

RL: IMF (Industrial manufacture); PRP (Properties); PUR (Purification or 
recovery); SPN (Synthetic preparation); PREP (Preparation) 

(derivs. of laspartomycin and prepn. and use thereof) 
3 92656-36-9 HCAPLUS 

Pro Line, N- (decylsulfonyl) - L-phenylalanyl - L- .alpha . -aspartyl-3-aminoalanyl- 
2-piperidinecarbonylglycyl- . alpha .-aspartylglycyl-. alpha.- 
aspartylglycylallothreonylisoleucyl- , ( 12 . f wdarw . 3 ) -lactam (9CI) ( CA 
INDEX NAME) 
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RN 392656-50-7 HCAPLUS 

CN Proline, N- ( hexadecylsul f onyl ) -L- . alpha . -aspartyl-3-aminoalanyl-2- 
piperidinecarbonylglycyl- . alpha . -aspartylglycyl- . alpha . - 
aspartylglycylallothreonylisoleucyl- , ( 1 1 . fwdarw . 2 ) -lactam (9CI) (CA 
INDEX NAME) 
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2002 : 71893 HCAPLUS 
136: 129034 

Antimicrobial sulfonamide derivatives of 
lipopeptide antibiotics 

Curran, William V. ; Leese, Richard A. ; Jarolmen, 

Howard; Borders, Donald B. 

Intrabiotics Pharmaceuticals, Inc., USA 

PCT Int. Appl. , 67 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



WO 2002005837 

W: AE, AG, 
CO, CR, 



Al 20020124 
AL, AM, AT, AU, 



RW: 



HR, HU, 

LT, LU, 

RU, SD, 

YU, ZA, 

GH, GM, 

DE, DK, 



cu, cz, 

ID, IL, 

LV, MA, 

SE, SG, 



WO 2001-US2235 
BA, BB, BG, BR, 



ZW, 
KE, 
ES, 



BJ, CF, CG, 
PRIORITY APPLN. INFO.: 

OTHER SOURCE (S) : 
AB 



AM, 
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FI, 
CI, 



EE, 
KG, 
MW, 
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MD, 



ES, 
KP, 
MX, 
TR, 



FI, 
KR, 
MZ, 
TT, 



RU, TJ, 
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CC 



ST 



IT 



DE, DK, DM, DZ, 
IN, IS, JP, KE, 
MD, MG, MK, MN, 
SI, SK, SL, TJ, 
AZ, BY, KG, KZ, 
MW, MZ, 3D, SL, SZ, 
FR, GB, GR, IE, IT, 
CM, GA, GN, GQ, GW, ML, MR, 
US 2000-219059P 
US 2000-220950P 
MARPAT 136:129034 
The invention provides antimicrobial sulfonamide der 
antibiotics, pharmaceutical compns . of antimicrobial 
methods for making antimicrobial sulfonamide derivs. 
inhibiting microbial growth with antimicrobial sulfo 
methods for treating or preventing microbial infecti 
antimicrobial sulfonamide derivs. 
generally an amino core antibiotic 
lipophilic sulfonyl group. 
I CM A61K038-12 
ICS C07K007-56 
1-5 (Pharmacology) 
Section cross - re ference ( s ) : 34, 
antimicrobial sulfonamide deriv 
antibiotic prepn 
Antibacterial agents 
Antibiotics 



BY, 

GB, 

KZ, 

NO, 

TZ, 

TM 

ZW, 

NL, 

NE, 

P 

P 



20010717 
BZ, CA, 
GD, GE, 
LC, LK, 
NZ, PL, 
UA, UG, 

AT, BE, 
PT, SE, 
SN, TD, 

20000717 
20000726 



CH, CN, 

GH, GM, 

LR, LS, 

PT, RO, 

UZ, VN, 

CH, CY, 

TR, BF, 

TG 



Antimicrobial sul 
that has been fur 
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lipopeptide 



ivs . of lipopeptide 

sulfonamide derivs., 
, methods for 
namide derivs . , and 
ons in a subject with 
fonamide derivs. are 
ther modified with a 



Page 24 



Pussel 09/904,756 



Antimicrobial agents 
Drug delivery systems 
Fermentation 
Staphylococcus aureus 
Sul f onylation 

(antimicrobial sulfonamide derivs. of lipopeptide 
antibiotics ) 
IT Lipopeptide s 
Sul f onamides 

PL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(antimicrobial sulfonamide derivs. of lipopeptide 
antibiotics ) 
IT Sulfonyl halides 

PL: RCT (Reactant) ; RACT (Reactant or reagent) 

(antimicrobial sulfonamide derivs. of lipopeptide 
antibiotics ) 
IT Sulfonyl halides 

PL: RCT (Reactant); RACT (Reactant or reagent) 

(chlorides; antimicrobial sulfonamide derivs. of 
lipopeptide antibiotics ) 
IT Peptides, biological studies 

PL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(cyclic; antimicrobial sulfonamide derivs. of 
lipopeptide antibiotics) 
IT Actinoplanes utahensis 

(deacylase from; antimicrobial sulfonamide derivs. of 
lipopeptide antibiotics ) 
IT Esters, reactions 

PL: RCT (Reactant); RACT (Reactant or reagent) 

(sulfonyl esters; antimicrobial sulfonamide derivs. of 
lipopeptide antibiotics) 
IT 62168-75-6P, Deacylase 

FL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
BIOL (Biological study); PREP (Preparation) 

(antimicrobial sulfonamide derivs. of lipopeptide 
antibiotics ) 
IT 172455-04-8P 

PL: PAC (Pharmacological activity); PUR (Purification or recovery); RCT 
(Reactant); BIOL (Biological study); PREP (Preparation); RACT (Reactant or 
reagent ) 

(antimicrobial sulfonamide derivs. of lipopeptide 
antibiotics ) 
IT 12676-61-8, Laspartomycin 

PL: PAC (Pharmacological activity); RCT (Reactant); BIOL (Biological 
study); RACT (Reactant or reagent) 

(antimicrobial sulfonamide derivs. of lipopeptide 
antibiotics ) 
IT 391865-46-6P 391865-54-6P 392699-74-0P 
392699-75-1P 392699-76-2P 392699-80-8P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(antimicrobial sulfonamide derivs. of lipopeptide 
antibiotics ) 

IT 1402-82-OD, Amphomycm, derivs. 1405-08-9D, Zaomycm, derivs. 
4 117-65 -ID, Aspartocin, derivs. 1 1054-63 -0D, Tsushimycin, 
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derivs. 12676-61-8D, Laspartomycin, derivs. 37226-23-6D, 
Crystallomycin, derivs. 55467-31-7D, Cerexin A, derivs. 55467-34-0D, 
Cerexin B, derivs. 59979-14-5D, Brevistin, derivs. 63035-06-3D, 
Antibiotic A 30912, derivs. 82800-76-8D, Antibiotic 
A 21978C, derivs. 188793-60-41), Antibiotic A 
54145, derivs. 239802-15-4D, derivs. 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(antimicrobial sulfonamide derivs. of lipopeptide 
antibiotics) 

IT 392688-01-6P 

RL: PUR (Purification or recovery); RCT (Reactant); PREP (Preparation); 
PACT (Reactant or reagent) 

(antimicrobial sulfonamide derivs. of lipopeptide 
antibiotics ) 
IT 392699-69-3DP, isomers 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(antimicrobial sulfonamide derivs. of lipopeptide 
antibiotics ) 

IT I72454-99-8P 391865-45-5P 391865-47-7P 391865-48-8P 
391865-49-9P 391865-50-2P 391865-5I-3P 391865-53-5P 
392699-69-3P 392699-71-7P 392699-72-8P 392699-79-5P 

RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(prepn. and reaction; antimicrobial sulfonamide derivs. of 
lipopeptide antibiotics) 
IT 2592-95-2D, 1-Hydroxybenzotriazole , esters 7524-50-7, L- Phenylalanine 
methyl ester hydrochloride 28920-43-6, FMOC chloride 38775-38-1, 
Hexadecylsulf onyl chloride 67557-19- L, Tryptophan methyl ester 
hydrochloride 391865-44-4 391865-52-4 392699-78-4 
RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(reaction; antimicrobial sulfonamide derivs. of 
lipopeptide antibiotics) 
IT 391865-46-6P 391865-54-6P 392699-75-1P 
392699-76-2P 392699-80-8P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses ) 

(antimicrobial sulfonamide derivs. of lipopeptide 
antibiotics) 

RN 391865-46-6 HCAPLUS 

CN L- Proline, N- (decylsul f onyl ) glycyl-L- . alpha . -aspartyl- (2S, 3R) -2, 3- 

diaminobutanoyl- (2R) -2-piperidinecarbonyl- (3S) - 3 -methyl -L-. alpha. -aspartyl - 
L-. alpha. -as pa rtyl glycyl-L-. alpha. -aspartyl glycyl- (2R,3R) -2, 3- 
diaminobutanoyl-L-valyl-, ( 12 . fwdarw. 3 ) -lactam (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 391865-54-6 HCAPLUS 

CN L-Proline, N- ( hexadecylsul f onyl ) - L-phenylalanyl -L- . alpha . -aspartyl- (2S, 3R) 
2 , 3-diaminobutanoyl- (2R) -2 -pipe r idineca rbonyl- ( 3S) -3-methyl-L- . alpha . - 
aspartyl-L-. alpha. -aspartylglycyl-L-.alpha.-aspartylglycyl- ( 2R, 3R) -2, 3- 
diaminobutanoyl-L-valyl-, ( 12 . f wda rw . 3 ) - lactam (9CI) ( CA INDEX NAME) 

Absolute stereochemistry. 
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RN 392699-75-1 HCAPLUS 

CN L- Proline, N- { hexadecylsul f onyl ) -L-tryptophyl-L- . alpha . -aspartyl-3-amino-L- 
alanyl- (2R) -2-piperidinecarbonylglycyl-L- . alpha . -a spar tylglycyl-L- . alpha . - 
aspartylglycylallothreonylisoleucyl- , ( 12 . f wdarw . 3 ) -lactam (9CI) ( CA 
INDEX NAME) 
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RN 392699-76-2 HCAPLUS 

CN L- Proline, N- ( hexadecylsul f onyl ) -L-phenylalanyl-L- . alpha . -aspartyl-3-amino- 
L-alanyl- (2R) -2-piperidinecarbonylglycyl-L- . alpha . -aspartylglycyl-L- 
.alpha . -aspartylglycylallothreonylisoleucyl- , { 12 . f wdarw .3)-lactam { 9CI ) 
(CA INDEX NAME) 
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PAGE 1-B 



CO2H 



RN 392699-80-8 HCAPLUS 

CN L- Proline, N- ( hexadecyl sul f onyl ) -L- . alpha . -aspartyl-3-amino-L-alanyl- (2R) 
2-piperidinecarbonylglycyl-L- . alpha . -aspartylglycyl- L-. alpha. - 
aspartylglycylallothreonylisoleucyl- , ( 11 . f wdarw. 2 ) -lactam (9CI) ( CA 
INDEX NAME) 

Absolute stereochemistry. 
Currently available stereo shown. 
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IT 391865-45-5P 391865-53-5P 392699-79-5P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(prepn. and reaction; antimicrobial sulfonamide derivs . of 

lipopeptide antibiotics) 

RN 391865-45-5 HCAPLUS 

CN L- Proline, N- ( decyl sul f onyl ) glycyl-L- . alpha . -aspartyl- (2S,3R)-2,3- 

diaminobutanoyl- ( 2R) -2-piperidinecarbonyl- ( 3S ) -3 -methyl -L- . alpha . -aspartyl- 
L- . alpha . -aspartyl glycyl-L- . alpha . -aspartylglycyl- ( 2R, 3R) -2 -amino- 3- [ [ ( 9H- 
f luoren-9-ylmethoxy) carbonyl] amino] but anoyl-L- valyl- , ( 12 . fwdarw. 3 ) -lactam 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 391865-53-5 HCAPLUS 

CN L-Proline, N-(hexadecylsulfonyl) - L-phenylal anyl- L- . alpha . -aspartyl- ( 2S, 3R) 
2 , 3-diaminobutanoyl- (2R) -2-piperidinecarbonyl- (3S) - 3-methyl-L- .alpha . - 
aspartyl-L-. alpha. -aspartylglycyl-L-. alpha. -aspartylglycyl- { 2R, 3R) -2- ami no 
3- [ [ ( 9H- f luo ren-9-ylmethoxy ) carbonyl ] amino] butanoyl-L-valyl-, 
( 12. fwdarw. 3) -lactam (9CI) ( CA INDEX NAME) 



Absolute stereochemistry. 
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RN 392699-79-5 HCAPLUS 

CN L- Proline, N- ( hexadecylsul f onyl ) -L- . alpha . -aspartyl-3-amino-L-alanyl- (2R) - 
2-piperidinecarbonylglycyl-L- . alpha . -aspartylglycyl-L- . alpha . - 
aspartylglycylallothreonylisoleucyl- , 1- (1, 1 -dimethylethyl ) ester, 
(11. fwdarw.2) -lactam (9CI) (CA INDEX NAME) 
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GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


BF, 


BJ, 


CF, 


CG, 


CI, 




CM, 


GA, 


GN, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 














AU 


9882376 




Al 




19990222 




AU 


199 


8-82376 




19980727 






AU 


746877 




B2 




2002 


0 5 02 






















EP 


1009737 




A2 




20000621 




EP 


1998-932460 




19980727 








R: AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, 


LI, 


LU, 


NL, 


SE, 


PT, 


IE, 


BR 


9810841 




A 




200 10710 




BR 


1998-10841 




19980727 






JP 


2001513484 


T2 




20010904 




JP 


2 000-5 


05105 




19980727 






US 


6218389 




Bl 




20010417 




US 


1998-127678 




199807 31 






NO 


2000000464 


A 




20000330 




NO 


2000-464 




20000128 







PRIORITY APPLN. INFO.: US 1997-54348P P 19970731 

WO 1998-IB1139 W 19980727 
OTHER SOURCE(S): MAR PAT 130:168652 

GI 



O A 
| Rl i 
HO : NH 

N 
H 

p3 , y 

, X R4 
R-- 



HO 



N 
H 



Me 



Me 



NH ■ S02 



SMe 



OMe 



III 



AB The invention provides title compds . I [A = S02Ar, COAr, CONHAr , 

P(O) ( R ) Ar ; Ar = ( un ) subs ti tuted mono- or bicyclic aryl or heteroaryl; Rl = 
H, alkyl; R2-R4 = independently H, ( un ) subs ti tuted alkyl, aryl, 
heteroaryl, arylalkyl, alkoxyalkyl, he terocyc 1 yl , heterocycly lalkyl ; R1R2, 
R2R3, R3R4 may form rinqs; X = bond, Cl-6 alkyl, CO, O, N, NZ, S, S(O), 
S02; Y = bond, CL-6 alkyl, CO, C02, CONH, O, N, NZ, S, S(O), S02 ; Z - H, 
COR4, C02R4, CONHR4, R4 , C ( S ) R4 , CSNHR4, S02R4] or an optical isomer, 
diastereomer or enantiomer thereof, or a pha rmaceuti cally- acceptable salt, 
or b i ohydrolyzable amide, ester, or imide thereof are useful as inhibitors 
of metalloproteases . Also disclosed are pharmaceutical compns . and 
methods of treating diseases, disorders and conditions characterized by 
meta 1 loprotease activity using these compds. or the pharmaceutical compns. 
contg. them. Thus, S-methylati on of D -peni ci 1 lamine (D-Pen) with Me2S04 
and Ba(OH)2, followed by N- sul f onyla t ion with 4 -MeOC6H4 S02C1 gave 7 3* 
addur-t 4 - MeOC6H4 S02 - D- Pen (Me ) -OH (II). Acid chlorination of II with 
oxalyl chloride, followed by amidaticn with hydroxylamine gave desired 
N-hydroxyamide III in 65* yield. 
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IC I CM C07C 

CC 34-2 (Amino Acids, Peptides, and Proteins) 
Section cross-reference (s) : i, 63 



1499-54 


-3P 


65654-27- 


5P 


73912-91-1P 


192570-15-3P 


193807-76-0P 




193807- 


7 9- 


3P 


206758- 


43- 


2P 


210755- 


44 


-5P 


220389- 


78- 


6P 


220389- 


79- 


7P 


220389- 


8 0- 


OP 


220389- 


81- 


IP 


220389- 


82 


-2P 


220389- 


83- 


3P 


220389- 


84- 


4P 


220389- 


85- 


5P 


220389- 


86- 


6P 


220389- 


8 V 


-7P 


220389- 


88- 


8P 


220389- 


8 9- 


9P 


220389- 


90- 


2P 


220389- 


91- 


3P 


220389- 


92 


-4P 


220389- 


93- 


5P 


220389- 


94- 


6P 


220389- 


95- 


7P 


2.'! 0389- 


9 6- 


8P 


220389- 


97 


-9P 


220389- 


98- 


OP 


220389- 


9 9- 


IP 


220390- 


00- 


IP 


220390- 


03- 


4P 


220390- 


0 5 


-6P 


220390- 


07- 


8P 


220390- 


12- 


5P 


220390- 


14- 


7P 


220390- 


16- 


4P 


220390- 


19 


-2P 


220390- 


21- 


6P 


220390- 


2 3- 


8P 


220390- 


2 5- 


OP 


220390- 


26- 


IP 


220390- 


2 7 


-2P 


220390- 


28- 


3P 


220390- 


2 9- 


4P 


220390- 


30- 


VP 


220390- 


31- 


8P 


220 390- 


32 


-9P 


220390- 


33- 


OP 


220390- 


34- 


LP 


220390- 


35- 


2P 


220390- 


36- 


3P 


220 390- 


3 V 


-4P 


220390- 


38- 


5P 


220390- 


3 9- 


6P 


220390- 


4 0- 


9P 


220390- 


41- 


OP 


220390- 


42 


-IP 


220390- 


43- 


2P 


220390- 


44- 


3P 


22 0 390- 


4 5- 


4P 


220 390- 


46- 


5P 


220 390- 


4 V 


-6P 


220390- 


48- 


VP 


220390- 


4 9- 


8P 


220390- 


50- 


IP 


220390- 


51- 


2P 


220390- 


52 


-3P 


220390- 


5 3- 


4P 


220390- 


54- 


5P 


220390- 


55- 


6P 


220390- 


56- 


7P 


220390- 


57 


-8P 


220390- 


58- 


9P 


220390- 


59- 


OP 


220390- 


60- 


3P 


220390- 


61- 


4P 


220390- 


62 


-5P 


220390- 


63- 


6P 


220390- 


64- 


7P 


220390- 


65- 


HP 


220390- 


66- 


9P 


220390- 


67 


-OP 


220390- 


68- 


IP 


220390- 


69- 


2P 


220390- 


7 0- 


5P 


220390- 


71- 


6P 


220390- 


72 


-7P 


220390- 


7 3- 


8P 


220390- 


74- 


9P 


220390- 


75- 


OP 


220390- 


76- 


IP 


220390- 


77 


-2P 


220390- 


78- 


3P 


220390- 


7 9- 


4P 


220390- 


8 0- 


VP 


220390- 


81- 


8P 


220390- 


82 


-9P 


220390- 


8 3- 


OP 


220390- 


84- 


IP 


220390- 


8 5- 


2P 


220390- 


86- 


3P 


220390- 


87 


-4P 


220390- 


88- 


5P 


220390- 


89- 


6P 


220390- 


90- 


9P 


220390- 


91- 


OP 


220390- 


92 


-IP 


220390- 


93- 


2P 


220390- 


94- 


3P 


220390- 


95- 


4P 


220390- 


96- 


5P 


220390- 


97 


-6P 


220390- 


98- 


7P 


220390- 


9 9- 


8P 


220391- 


00- 


4P 


220391- 


01- 


5P 


220391- 


02 


-6P 


220391- 


03- 


7P 


220391- 


04- 


8P 


220391- 


05- 


Q P 


220391- 


06- 


OP 


220391- 


07 


-IP 


220391- 


08- 


2P 


220391- 


10- 


6P 


220391- 


11- 


VP 


220391- 


13- 


9P 


220391- 


15 


-IP 


220391- 


17- 


3P 


220391- 


19- 


5P 


220391- 


21- 


9P 


220391- 


2 3- 


IP 


220391- 


24 


-2P 


220391- 


25- 


3P 


220391- 


2 6- 


4P 


220391- 


27- 


5P 


220391- 


28- 


6P 


220391- 


2 9 


-7P 


220391- 


30- 


OP 


220391- 


31- 


IP 


220391- 


32- 


2P 


220391- 


33- 


3P 


220391- 


34 


-4P 


220391- 


35- 


5P 


220391- 


3 6- 


6P 


220391- 


37- 


7P 


220391- 


38- 


8P 


220391- 


3 9 


-9P 


220391- 


4 0- 


2P 


220391- 


41- 


3P 


220391- 


42- 


4P 


220391- 


43- 


5P 


220391- 


44 


-6P 


220391-45 


-7P 









220391-46-8P 220391-48-0P 220391-50-4P 
220391-52-6P 220391-54-8P 220391-55-9P 

22 0 391-57- IP 2203 91-58-2P 2 20 391-5 9-3 P 220391-60- 6P 220391-61-7P 
2203 9 1-64 -OP 22 0 3 91-65- IP 220 391- 66-2 P 22 0391-67-3P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of substituted amino acid N- hydroxyamides as metalioprotease 

inhibitors) 

IT 220391-45-7P 220391-46-8P 220391-48-0P 
220391-50-4P 220391-52-6P 220391-54-8P 
220391-55-9P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of substituted amino acid N-hydroxyamides as metalioprotease 
inhibitors ) 
RN 220391-45-7 HCAPLUS 

CN P ropanamide, 2- [ ( decylsul f onyl ) amino] -N- hydroxy- 3- [ [ ( 4- 
methoxyphenyl ) sulfonyl] amino] - (9CI) (CA INDEX NAME) 
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0 



0 NH S (CH2)9 Me 

i! ! ' 1 

S- NH CH2 CH O 



O 



MeO 



C NH OH 

0 



RN 22 03 91-4 6-8 HCAPLUS 

CN Prop an amide, 2 - [ (decylsul f onyl ) amino ] - 3- [ [ [ ( 7 , 7-dimethyl-2 - 

oxobicyclo [2 . 2 . 1] hept-l-yl ) methyl] sulfonyl] amino] -N-hydroxy- (9CI ) (CA 
LNDEX NAME) 



0 

II 

Me- (CH2) 9 S~ NH O 

il ! : 

O CH CH2 NH S CH2 

II 

HO NH- C 0 ! 

1 1 °, v 

O j \ | Me 

: / I '"■ Me 



RN 220391-48-0 HCAPLUS 

CN Propanamide, 2- [ (decylsul f onyl ) amino] -N-hydroxy- 3- [( 1- 
naphthalenylsulfonyl) amino] - (9CI) (CA INDEX NAME) 



0 

O NH 5 (CH2)9 Me 

1 1 | ! 

O S NH CH2 CH 0 

' C NH OH 

: 0 

RN 220391-50-4 HCAPLUS 

CN Propanamide, 2- [ (decylsul f onyl ) amino] - 3- [[ (2 , 4- 

difluorophenyl) sulfonyl] amino] -N-hydroxy- (9CI) (CA INDEX NAME) 
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0 

F 0 NH S (CH2)9 Me 

i S NH--CH2 CH 0 

: > 0 C NH OH 

F ! 

0 

RN 220391-52-6 HCAPLUS 

CN P ropanamide, 2- [ (decylsul f onyl ) amino ] -N-hydroxy-3- [ [ ( 2 , 4 , 6- 
trimethylphenyl ) sulfonyl] amino] - (9CI) (CA INDEX NAME) 

Me Me 

i' ii ° 0 

3 NH CH;? CH C NH OH 

Me ^ I O 

i i! 

NH S (CH2) 9 Me 
O 

RN 220391-54-8 HCAPLUS 

CN Propanamide, 2- [ (decylsulfonyl ) amino] -3- [ [ [ 4- ( 1, 1- 

dimethylethyl) phenyl] sulfonyl] amino] -N-hydroxy- (9CI) (CA INDEX NAME) 



Bu-t 



HO NH C CH CKo - NH S 

I ! 

,° ! o 

Me (CH2)9 3 NH 
0 

RN 220391-55-9 HCAPLUS 

CN Propanamide, 2- [ (decylsul f onyl ) amino] -3- [[ (2 , 5- 

dichlorophenyl) sulfonyl] amino] -N-hydroxy- (9CI) (CA INDEX NAME) 
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CI 



O 

NH S (CH2)9 Me 
NH CH2 CH O 

C NH OH 

O 



CI 



L9 
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Cataract curative medicine. 

Watanabe, Toshiaki; Yoshii, Shigehiko; Saito, Kenichi; 
Ando, Ryoichi 

Mitsubishi Chemical Industries Ltd. , Japan 

Jpn . Kokai Tokkyo Koho, 74 pp. 

CODEN: JKXXAF 

Patent 

Japanese 

1 



PATENT NO. 

JP 10L01557 
PRIORITY APPLN. INFO. 
OTHER SOURCE (S) : 



KIND DATE 
A2 19980421 

JP 

MAR PAT 129:32318 



APPLICATION NO. DATE 



JP 1997-197216 
1996-208540 



19970723 
19960807 



GI For diagram(s), see printed CA Issue. 

AB The cataract curative medicine has an effective component of structure 
(I), its salt, solvate, or hydrate, where Rl is R4-CO-, R4-0-CO-, or 
R4-S02- (R4: Cl-20 alkyl), R2 is C1-C6 alkyl, R3 is H or R5-CO- (R5: Cl-10 
alkyl), and A is Cl-3 alkylene. Thus, 998 mg N-phenylsulf onyl-L-leucine 
was react with 6 mL S02C12 and 443 mg homoserine lactone to give 
( 3 ) - 3- [ ( S ) - 4 -methyl -2 -phenyl sul f onyl ami nova leryl amino ] -2- 
tet rahydro f uranone 861 mg, which was reacted with 
hydrcgendi i sobutylalumi num to give ( 3S ) -3- [ ( S ) -4 -Methyl-2- 

pheny Isul f onylaminovalerylamino ] -2-tetrahydrof uranol 191 mg, which showed 
strong calpain inhibition activity (I C50 0.62 .mu.M). 

IC I CM A61K031-335 

ICS A61K031-34; A61K031-35; C07D305-08; C07D307-22; C07D309-14 

CC 63-6 (Pharmaceuticals) 

Section cross-reference ( s ) : 12, 27 

IT 167765-43-7P 201 155- 13-7DP, salts, solvates, or hydrates 201155-13-7P 
201155-17- 1DP, salts, solvates, or hydrates 201155-17-1P 201155-19-3P 
201155-21-7P 201155-23-9P 20 1 155-25-- IP 2 01 1 55-2 8 - 4 DP , salts, 
solvates, or hydrates 201155-23-4P 201155-29-5P 20 1 155- 30-8P 
201155-32-0DP, salts, solvates, or hydrates 201155-32 -OP 

201155-33- IP 201 155-34-2DP, salts, solvates, or hydrates 201155-34-2P 
2 01155- 3 5- 3P 201 155-36-4 P 2 01 155- 37 -5P 201 15 5-38-6DP, salts, 
solvates, or hydrates 201155-38-6P 2 0 1 155-39-7DP, salts, solvates, or 
hydrat.es 2 0 1 1 ■) 5 - 3 9 - 7 P 2 0 L L 5 5 - 4 0 - 0 DP , salts, solvates, or hydrates 
20 1155-40-OP 201i:-5-41-lDP, salts, solvates, or hydrates 20 L 155-4 1- LP 
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IT 



RN 

CN 



201155-42-2P 201155-44-4DP, salts, solvates, or hydrates 
201155-44-4P 201155-46-6P 2 0 1 1 55- 4 7 - 7 DP, salts, solvates, or 
hydrates 201 155-4 7-7 P 201155-49- 9P 201 155-5 0-2 P 2 0 1 1 5 5- 5 1- 3DP , 
salts, solvates, or hydrates 201155-51-3P 201 155-52-4DP, salts, 
solvates, or hydrates 201155-52-4P 201155-53-5DP, salts, 
hydrates 201155-53-5P 201 155 -54-6DP, salts, solvates, or 
201155-54-6P 201155-55-7DP, salts, solvates, or hydrates 
201155-57-9DP, salts, solvates, or hydrates 

or hydrates 
or hydrates 
or hydrates 
or hydrates 
or hydrates 



solvates, or 
hydrates 
201155-55-7P 



-0DP, 
-1DP, 
-4DP, 

-1DP, 
-2DP, 

-OP 



salts, 
salts , 
salts, 
salts, 
salts, 



solvates , 
solvates , 
solvates , 
solvates , 
solvates , 
solvates , 



201155- 
201155- 
201155- 
201155- 



57- 9P 

58- 0P 

59- 1P 

60- 4P 



207500-74-1P 



207500-75-2P 



201155-67-1P 
201157-12-2P 
207500-76-3DP, 



201157- 
salts , 



68-8P 



201155-58- 
201155-59- 
201155-60- 

201155-67- 
201157-12- 
207500-73- 
solvates, or hydrates 207500-76-3P 

RL: BSU (Biological study, unclassified) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(cataract curative 
201155-32-ODP, salts, 
201155-44-4DP, salts, 
201155-57-9DP, salts, 
201155-58-0DP, salts, 
201155-59-1DP, salts, 
201155-60-4DP, salts, 
RL: BSU (Biological study, unclassified); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses ) 

( cataract 
201155-32-0 
Pentanartu de , 



medicine ) 
solvates , 
solvates , 
solvates , 
solvates , 
solvates , 
solvates , 



or 
or 
or 
or 
or 
or 



hydrates 
hydrates 
hydrates 
hydrates 
hydrates 
hydrates 



201155- 
201155- 
201155- 
201155- 
201155- 
201155- 



32- 
44- 
57- 
58- 
59- 
60- 



0P 
4P 
9P 
OP 
IP 
4P 



curative medicine) 
HCAPLUS 

2- [ ( hexadecylsul f onyl ) amino ] ■ 



hydroxy- 3- fur any 1 ] 



(2S)- (9CI1 



(CA INDEX 



-methyl- 
NAME) 



N- [ (3S) -tetrahydro-2- 



Absolute stereochemistry. 



OH 



NH 



S ^ >n ~ 1 



('-H2)15 NH 
Me S 



0 O 



RN 201155-32-0 HCAPLUS 

CN Pentanamide, 2 - [ (hexadecylsulfonyl) amino ] - 4 -methyl -N- [ (3S) -tetrahydro-2- 
hydroxy-3- furanyl] -, (2S)- (9CI) ( CA INDEX NAME) 

Absolute stereochemistry. 
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O 

OH 



NH 

I 

. S 



0 



(CH2) 15 NH 
Me ; S 

0 0 

RN 20L155-44-4 HCAPLUS 

CN Pentanamide, N- [ (2S, 3S) -2- (acetyloxy) tet rahydro-3- f uranyl ] -2- 

[ (hexadecylsulfonyl) amino] -4-methyl-, (2S)- (9CI) ( CA INDEX NAME ) 

Absolute stereochemistry. 

O 

^-*OAc 

\ // 

NH 



0 



S, Bu_i 



(CHo)i5 NH 

Me ^ S 

// % 
0 O 

RN 201155-44-4 HCAPLUS 

CN Pentanamide, N- [ (2S, 3S) -2- (acetyloxy) tet rahydro- 3- f uranyl ] -2- 

[ (hexadecylsulfonyl) amino] -4-methyl-, (2S)- (9CI) ( CA INDEX NAME) 

Absolute stereochemistry. 

0 

^*OAc 

S 

S 

^*NH 

S Bu ~ L 



0 

(CH2)15 NH 



Me 
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RN 201155-57-9 HCAPLUS 

CN Pentanamide, 4 -me thy 1-2- [ ( tet radecylsul f onyl ) amino] -N- [ (3S) - tet rahydro-2 
hydroxy-3-furanyl] -, {.IS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



OH 



NH 



Bu-i 



(CH 2 ) 13 



NH 



Me 



RN 201155-57-9 HCAPLUS 

CN Pentanamide, 4-methyl-2- [ ( tet radecyls ul f onyl ) amino ] -N- [ ( 3S )- tet rahydro-2 
hydroxy-3-furanyl] -, (2S)- (9CI) {CA INDEX NAME) 

Absolute stereochemistry. 



OH 



S 



NH 



Bu-i 



(CH 2 ) 13 



Me 



NH 



PN 201155-58-0 HCAPLUS 

CN Pentanamide, N- [ ( 2 S , 3S ) -2 - ( acet yloxy ) tet rahydro- 3- f uranyl ] - 4 -methyl-2 - 
[ (tetradecylsulfonyl) amino] -, (2S)- (9CI) ( CA INDEX NAME) 

Absolute stereochemistry. 
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S- 

S 



NH 



0 



S Bu " 1 



(CH.>)13 NH 
Me S 

0 0 

RN 201155-58-0 HCAPLUS 

CN Pentanamide, N- [ (2S, 3S) -2- (acetyloxy) tetrahydro-3- f uranyl ] -4 -methyl -2- 
[ (tetradecylsulfonyl) amino] -, (2S)- (9CI) <CA INDEX NAME) 

Absolute stereochemistry. 

O 

^^OAc 

S 

NH 

A s Bu-i 

O 

(CH2)l3 NH 
Me ' S 

// % 
0 O 

RN 201155-59-1 HCAPLUS 

CN Pentanamide, 4-methyl-2- [ (pentadecylsul fonyl ) amino ] -N- [ ( 3S ) -tetrahydro-2- 
hydroxy-3-furanyl] -, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




Bu-i 



< C H2 ) 14 NH 
Me S 



O O 
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RN .101155-59-1 HCAPLUS 

CN Pentanamide, 4 -methyl -2- [ ( pentadecyl sul f onyl } amino] -N- [ ( 3S ) - tetrahydro-2- 
hydroxy-3-furanyl] -, (2S)- (9CI) ( CA INDEX NAME) 

Absolute stereochemistry. 



OH 



NH 



Bu-i 



('■'H? ) 14 NH 
Me \ S 

// \\ 
0 O 



RN 20 1.155-60-4 HCAPLUS 

CN Pentanamide, N- [ (2S, 3S) -2- (acetyloxy) tetrahydro-3-f uranyl ] -4-methyl-2- 
[ (pentadecylsulfonyl) amino] -, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



iOAc 



NH 



S Bu -i 



(CH2) 14 



Me 



NH 



O O 



RN 201155-60-4 HCAPLUS 

CN Pentanamide, N- [ (2S, 3S) -2- (acetyloxy) tetrahydro-3-f uranyl ] -4-methyl-2- 
[ (pentadecylsulfonyl) amino] -, (2S)- (9CI) ( CA INDEX NAME) 

Absolute stereochemistry. 
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iCAc 
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128:226249 

Platelet aggregation inhibitors containing 
oxy gen- he te recycles 

Yoshii, Shigehiko; Saito, Kenichi; Ando, Ryoichi 

Mitsubishi Chemical Industries Ltd. , Japan 

Jpn. PCokai Tokkyo Koho, 71 pp. 

CODEN: JKXXAF 

Patent 

Japanese 

1 



PATENT NO. 



KIND DATE 



JP 10045584 A2 
PRIORITY APPLN. INFO.: 
OTHER SOURCE (S): MARPAT 
GI 



APPLICATION NO. 



DATE 



19980217 JP 1996-208530 19960807 

JP 1996-208530 19960807 
128:226249 



H 
N 



Rl 



P.2 



N 
H 



A 

O 

OR3 I 



AB The platelet aggregation inhibitors contain O-heterocycles I [Rl = COR4 , 
C02R4, SG2R4 [ R4 = Cl-20 alkyl which may be substituted with 
(un) substituted C6-14 aryl, C3-8 cycloalkyl, (un) substituted C6-14 aryl]; 
R3 = H, COR5 (R5 == Cl-10 alkyl); A = Cl-3 alkylene which may be 
substituted with Cl-3 alkyl], their salts, solvates, or hydrates as active 
ingredients. The inhibitors are useful for prophylaxis and therapy of 
myocardial infarction, cerebral infarction, chronic arterial stenosis, 
etc. (2S, 3S) -2-acetoxy-3- [ (3) -4 -methyl -2- (2,4,6- 

tr l.methyl phenylsul f c nylamino ) vale rylamino ] t e t rahydro f u ran (II) at L0 .mu.M 
showed 75- inhibition against platelet aggregation. LD50 of II was >2000 
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IC 



CC 



IT 



IT 



RN 
CN 



mg/kg p.o. in rats. Pharmaceutical formulations of I were also given. 
I CM A61K031-34 

ICS A61K031-335; A61K031-35; C07D305-08; C07D309-14; C07D307-22 
1-8 (Pharmacology) 

27, 63 

201155-17-1P 
201155-28-4P 
201155-33-1P 
201155-37-5P 
201155-42-2P 201155-44-4P 
20115 5-4 7 -7P 2 01155-4 8- 8P 



Section cross- reference ( s ) : 

167 7 65-4 3-7 P 201155- 13-7P 

201155-2 3-9P 20115 5-2 5 -IP 

201155-31-9P 201155-32-OP 

201 155-3 5-3 P 20115 5-3 6-4P 
201155-41-1P 
201155-46-6P 



201155-19-3P 
201155-29-5P 
201155-34-2P 

201155-39-7P 
201155-45-5P 
201155-49-9P 
201155-54-6P 



201155-21-7P 
201155-30-8P 

201155-40-0P 



201155-50-2P 
201155-55-7P 



?01157-12-2P 



except adverse); BSU (Biological 



201155-5 1-3P 201155-52-4 P 201 155-5 3- 5P 
201155-56-8P 201155-57-9P 201155-58-OP 
201155-59-1P 201155-60-4P 201155-67-1P 
2 01157-6S-8P 

RL: BAC (Biological activity or effector, 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of O-heterocycle derivs. as platelet aggregation inhibitors) 
201155-32-OP 201155-44-4P 201155-57-9P 
201155-58-OP 201155-59-1P 201155-60-4P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of O-heterocycle derivs. as platelet aggregation inhibitors) 
201155-32-0 HCAPLUS 

Pentanamide, 2- [ ( hexadecylsul f onyl ) amino] -4-methyl-N-[ (3S)-tetrahydro-2- 
hydroxy-3-furanyl] -, (2S)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



OH 



NH 



Bu-i 



Me 



(<-H2)l5 NH 
S 



O O 



RN 201155-44-4 HCAPLUS 

CN Pentanamide, N- [ ( 2S, 3S ) -2- (acetyloxy) tet rahydro-3- f uranyl ] -2- 

! (hexadecylsulfonyl) amino] -4-methyl-, (2S)- (9CI) ( CA INDEX NAME) 

Absolute stereochemistry. 
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O 

S ' 

S 



iOAc 



NH 



0 



5 Bu-i 



(CH;>)i5 NH 
Me ' S 

0 0 

RN 20L155-57-9 HCAPLUS 

CN Pentanamide, 4 -methyl -2- [ (tetradecylsulfonyl) amino] -N- [ ( 3S ) -tetrahydro-2- 
hydroxy-3-furanyl j (2S)- (9CI) {CA INDEX NAME) 

Absolute stereochemistry. 



0 

\ 



OH 



S 



O 



NH 



1 S. Bu " 1 



(CH2)13 NH 
Me S 

O 0 

RN 201155-58-0 HCAPLUS 

CN Pentanamide, N-[(2S,3S)-2- (acetyloxy) tet rahydro- 3- f uranyl ] -4-methyl-2- 
[ (tetradecylsulfonyl) amino] -, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



»OAc 



NH 



Bu-i 



Me 



(CH 2 )13 NH 
S 



o o 
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RN 201155-59-1 HCAPLUS 

CN Pentanamide, 4 -methyl -2- [ (pentadecylsul f onyl ) amino] -N- [ {33) - tetrahydro-2 - 
hydroxy-3-furanyl] (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



OH 



NH 



Bu-i 



(CH2)14 NH 
Me S 

//■' \\ 
0 0 



RN 201155-60-4 HCAPLUS 

CN Pentanamide, N- [ (2S, 3S) -2- (acetyloxy) tetrahydro- 3- f uranyl ] -4 -methyl -2- 
[ (pentadecylsulfonyl) amino] -, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
0 

X^^OAc 

\ S / 

^NH 



O 



S Bu -i 



(CH9) 14 . NH 
Me " S 

■"■ ^\ 
0 O 
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SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 



1998 : 65808 HCAPLUS 
128 : 102004 

Preparation of hydroxytet rahydrof uran derivatives as 
remedies for ischemic diseases 

Yoshii, Narihiko; Saito, Ken-ichi; Kawasumi, Hisashi; 
Anabuki, Jun; Ando, Ryoichi 

Mitsubishi Chemical Corp., Japan; Yoshii, Narihiko; 
Saito, Ken-ichi; Kawasumi, Hisashi; Anabuki, Jun; 
Ando, Ryoichi 
PCT Int. Appl. , 117 pp. 

CODEN: PIXXD2 

Pat.ent 

Japanese 

1 
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PATENT INFORMATION: 

PATENT NO. KIND DATE APPLICATION NO. DATE 



WO 9801130 Al 19980115 WO 1997-JP2378 19970709 

W: US 

RW: AT, BE, CH, DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE 

JP 10101558 A2 19980421 JP 1997-179756 19970704 

EP 925786 Al 19990630 EP 1997-930735 19970709 

R: DE, ES, FR, GB, IT 
PRIORITY APPLN. INFO.: JP 1996-L80783 19960710 

JP 1996-207011 19960806 
WO 1997-JP2378 19970709 
OTHER SOURCE (S): MAR PAT 128:102004 

GI 



R2 

R 1 NHCHCONH 



OR3 I 



O 

\ , 
X 

PhS02NHCHCONH 

Bu-i II 



AB 



IC 

cc 

IT 



The title compds . [I; Rl = R4CO, R40CO, R4S02, etc.; R2 = alkyl ; R3 = H, 
acyl; R4 = ( un) substituted Cl-20 alkyl or C6-14 aryl, etc.; A = alkylene] 
are prepd. I are efficacious i.n treating ischemic diseases, for example, 
ischemic brain diseases, cerebral stroke, cerebral thrombosis, cerebral 



embolism and myocardial infarction, 
given) was reduced by (Me2CHCH2 ) 2A1H 
CHOH), which showed IC50 of 0.62 . mu 
I CM A61K031-335 

ICS A61K031-34; A61K031-35; C07D305-08 ; 
27-6 (Heterocyclic Compounds (One Hetero 



Thus, compd. (II; X = CO) (prepn. 
to give 4 6 v the title compd. II (X 
M against calpain. 



C07D307-22; 
Atom) ) 



C07D309-14 



Section cross 
L67765-43-7P 
20 L155-23-9P 
201155-31-9P 
2 01155-35-3P 
20L155-4 1-1P 
2 0 1 L 5 5 - 4 6 - o P 
2nll55-5 L-3P 



re f e rence ( s ) : 
201155-13-7P 
201155-25- LP 
201155-32-OP 

20U55-36-4P 
201155-42-2P 
2 0 i 155 -4 / - VP 
2 0 L 15 5-53-5P 



1, 



63 

20 1155- 17- IP 
201155-28-4P 

201155-33-1P 
201155-37-5P 

201155-44-4P 
20 1155-48-6P 
201 L55-54-C P 



201 L55-19-3P 
201155-29-5P 

201155-34-2P 
201155-38-6P 

20 1 155-45--5P 
2 01155-49-9P 
V01155-55-7P 



201155-21-7P 
201155-30-8P 

201155-39-7P 

201155-50-2P 
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201155-57-9P 201155-58-OP 201155-59-1P 

201155-60-4P 201 155-67- IP 2 01157-09-7P 201157-10- OP 
201157-11-1P 201157- 12 -2 P 2011 57- 68 -8P 

RL : BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN {Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of hydroxytet rahydrof uran derivs . as remedies for ischemic 
diseases ) 

IT 201155-32-OP 201155-44-4P 201155-57-9P 
201155-58-OP 201155-59-1P 201155-60-4P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of hydroxytetrahydrof uran derivs. as remedies for ischemic 
diseases ) 
RN 201155-32-0 HCAPLUS 

CN Pentanamide, 2- [ ( hexadecyl sul fonyl ) amino] -4-methyl-N- [ ( 3S ) - tet rahydro-2 - 
hydroxy-3-furanyl] -, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
0 

- OH 
NH 



O 



s Bu -i 



(C-H2)l5 NH 
Me S 

0 O 



RN 201155-44-4 HCAPLUS 

CN Pentanamide, N-[(2S,3S)-2- (acetyloxy) tet rahydro- 3- f uranyl ] -2- 

[ (hexadecylsulfonyl) amino] -4-methyl-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



»OAc 



NH 



Bu-i 



(CH2)15 NH 
Me S 



O O 



RN 201155-57-9 HCAPLUS 
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CN Pentanamide, 4 -methyl -2- [ ( tetradecylsul f onyl ) amino] -N- [ (3S) -tetrahydro- 
hydroxy-3-furanyl] (2S)- ( 9CI ) (CA INDEX NAME) 

Absolute stereochemistry. 



OH 



NH 



Bu-i 



(CHo)l3 NH 
Me S 

// V 
0 0 



RN 201155-58-0 HCAPLUS 

CN Pentanamide, N- [ (2S, 3S) -2- (acetyloxy) tetrahydro-3- f uranyl ] -4-methyl-2- 
[ (tetradecylsulfonyl) amino] -, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



>OAc 



NH 



Bu-i 



(CH2)13 NH 
Me ^ S 



0 0 



RN 201155-59-1 HCAPLUS 

CN Pentanamide, 4-methyl-2- [ ( pentadecylsul f onyl ) amino ] -N- [ ( 3S ) - tetrahydro-2 
hydroxy-3-furanyl] -, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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OH 



NH 



Bu-i 



(OH2)l4 NH 
Me S 

0 O 



RN 201155-60-4 HCAPLUS 

CN Pentanamide, N- [ (2S, 3S) -2- (acetyloxy) tetrahydro-3-furanyl] - 4 -methyl -2- 
[ (pentadecylsulfonyl) amino] -, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



iOAc 



5 ^ 



NH 



Bu-i 



(CH2)l4 NH 



Me 



O O 
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1998 : 65807 HCAPLUS 
128 : 102386 

Preparation and formulation of amino acid derivatives 
for the prevention and treatment of neurodegenerative 
diseases 

Yoshii, Nari.hiko; Saito, Ken-ichi, 
Mitsubishi Chemical Corp., Japan; 
Saito, Ken-Ichi; Ando, Ryoichi 
PCT Int. Appl. , 118 pp. 
CODEN: PIXXD2 
Patent 
Japanese 
1 



: Ando, Ryoichi 
Yoshii, Narihiko; 



PATENT NC . 



WO 9 8^1129 
W: US 



KIND DATE 
Ai 1998011b 



APPLICATION NO. 
WO 1997-JP2377 



DATE 

19Q70709 
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RW: AT, BE, CH, DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE 

JP 10101560 A2 19980421 JP 1997-179757 19970704 

PRIORITY APPLN. INFO.: JP 1996-180784 19960710 

JP 1996-200757 19960730 

JP 1996-200758 19960730 

JP 1996-207012 19960806 
OTHER SOURCE(S): MARPAT 128:102386 
GI 



A 



Rl NH CH CO NH 



OR3 



AB The title compds . I [Rl represents R4CO, etc.; R4 represents alkyl, aryl 
or cycloalkyl; R2 represents alkyl; R3 represents hydrogen or acyl; and A 
represents alkylene] are prepd. These drugs are efficacious in preventing 
or treating neurodegenerative diseases, for example, Alzheimer's disease, 
diseases caused by demyel ina tion in nerve cells, such as multiple 
sclerosis and neuropathy, and disorders accompanying cephalic traumas, 
such as consciousness disorder and motility disorder. 
( 3S ) -3- ( ( 3 ) -4 -Methyl -2 -phenyl sul f onylaminovalerylamino ) -2- 
tetrahydro f uranol in vitro showed IC50 of 0.62 .mu.M against calpain. 

IC ICM A61K031-335 

ICS A61K031-34; A61K031-35; C07D305-08; C07D307-22; C07D309-14 

CC 34-2 (Amino Acids, Peptides, and Proteins) 
Section cross - reference ( s ) : 1, 63 



167765- 


4 3 


-7P 


201155- 


13- 


7P 


201155-15- 


9P 


201155- 


17- 


1P 


201155 


-19- 


3P 


201155- 


21 


-7P 


201155- 


23- 


9P 


201155-25- 


IP 


201155- 


28- 


4P 


201155 


-29- 


5P 


201155- 


30 


-8P 


201155- 


31- 


9P 


201155-32-OP 


201155-33 


-1P 










201155- 


34 


-2P 


201155- 


35- 


3P 


201155-36- 


4P 


201155- 


37- 


5P 


201155 


-38- 


6P 


201155- 


39 


-7P 


201155- 


40- 


OP 


201155-41- 


IP 


201155- 


42- 


2P 


201155 


-43- 


3P 


201155- 


44 


-4P 


201155- 


45- 


5P 


201155-46- 


6P 


201155- 


47- 


7P 








201155- 


48 


-8P 


201155- 


49- 


9P 


201155-50- 


2P 


201155- 


51- 


3P 


201155 


-52- 


4P 


201155- 


53 


-5P 


201155- 


54- 


6P 


201155-55- 


7P 


201155- 


56- 


8P 








201155- 


57 


-9P 


201155-58 


-0P 


201155-59-1P 
















201155- 


60 


-4P 


201155- 


67- 


IP 



















RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use) ; 
BIOL {Biological study); PREP (Preparation); USES (Uses) 

(prepn. of amino acid derivs. for prevention and treatment of 
neurodegenerative diseases) 
IT 201155-32-OP 201155-44-4P 201155-57-9P 
201155-58-OP 201155-59-1P 201155-60-4P 

PL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of amino acid derivs. for prevention and treatment of 
neurodegenerative diseases) 
RN 20115 5-32-0 HCAPLUS 

CN Pentanami.de, 2- [ ( hexadecylsul f onyl ) amino] -4-methyl-N- [ ( 3S) - tet rahydro-2- 
hydroxy 2- f uranyl ] - , (2S)- (9CI) ( CA INDEX NAME ) 
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Absolute stereochemistry. 



OH 



NH 



S 



(CHo) 15 
Me S 



NH 



0 



RN 201155-44-4 HCAPLUS 

CN Pentanamide, N- [ (2S, 3S) -2- (acetyloxy) tet rahydro- 3 - f uranyl ] -2- 

[ (hexadecylsulfonyl) amino] -4-methyl-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




! 



, L . s Bu-i 

O" 

(CHo)l5 NH 
Me S 

/'■■' V\ 
O O 

RN 201155-57-9 HCAPLUS 

CN Pentanamide, 4 -methyl -2- [ ( tetradecylsul f onyl ) amino] -N- [ ( 3S ) -tetrahydro-2- 
hydroxy-3-furanyl] -, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



O 

OH 




S Bu " 1 

0 

(CH2)13 NH 
Me S 

0 O 
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RN 201155-58-0 HCAPLUS 

CN Pentanamide, N- [ ( 2S, 3S ) -2 - (acetyloxy) tet rahydro-3- f uranyl ] - 4 -methyl -2- 
[ (tetradecylsulfonyl) amino] -, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



iOAc 



NH 



Bu-i 



(CH2 ) 13 NH 
Me S 



O 0 



RN 201155-59-1 HCAPLUS 

CN Pentanamide, 4 -methyl -2- [ (pentadecylsul f onyl ) amino] -N- [ ( 3S ) - tet rah yd ro- 2- 
hydroxy-3-furanyl] -, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



S/ 




• s Bu " i 

0 

(CH2)14 NH 
Me ^ S 

o o 



RN 201155-60-4 HCAPLUS 

CN Pentanamide, N-[(2S,3S)-2- (acetyloxy) tet rahydro- 3- f uranyl ] -4-methyl-2- 
[ (pentadecylsulfonyl) amino] -, (2S)- (9CI) ( CA INDEX NAME) 

Absolute stereochemistry. 



Page 61 



Russel 09/904,756 



.OAc 



NH 



Bu-i 



Me 



cr 

(CH 2 )14 NH 
S 

0 0 
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PATENT INFORMATION: 



1994 : 134290 HCAPLUS 
120: 134290 

Preparation of . alpha . - ( sul f onylamino ) -N- ( 4 - 
pyridyl ) benzenepropanamides and their pharmaceutical 
formulations as analgesics 

Bru-Magniez, Nicole; Sartori, Eric; Teulon, Jean Marie 

Laboratories Upsa, Fr. 

Fr. Demande, 2 8 pp. 

CODEN: FRXXBL 

Patent 

French 

1 



PATENT NO. 



FR 26838 17 
FR 2683817 

PRIORITY APPLN. 

OTHER SOURCE (S) : 

GI 



KIND DATE 



INFO. 



Al 19930521 
Bl 19940225 

MAR PAT 120:134 



APPLICATION NO. 



FR 1991-14187 



FR 1991- 
]90 



14187 



DATE 

19911118 

19911118 



O 

- NHCCHNHSO ? R 

O 

r1 3 ch? . N NHCCHNH2 

*' R2 I CH 2 Ph ii 



AB Title compds . racemic or (R)- or (S)-I [ R = Cl-18 alkyl, C3-7 cycloalkyl, 
haloalkyl, AR* (A = bond or Ci-6 (un)satd. aLiph. chain, R' = 
(substituted) Ph or naphthyl, (substituted) heteroaryl of 5-7 atoms contg. 
1-3 heteroatcms ( N, O, or S)); Rl = H, lower alkyl; R2 = K, halo] are 
prepd. Thus, sul f onylat ion of . a 1 pha . - ami no deriv. (S)-II (prepn. given) 
with MeS02Cl in THF with addea K2C03 afforded (S)-I (Rl = R2 - H, R - Me). 
Compds. I are useful as analgesics. Thus, compd. (S)--I (F;l = 3--Me, R2 = 
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H, R = Me) was effective in inhibition of the torsion and stretching 

movement induced by phenyl! enzoquinone in mice (ID50 = 2.8 mg kg-1). 

Pharmaceutical formulations of compds . I are claimed. 
IC I CM C07D213-06 

ICS C07D401-12; A61K031-44 
ICI C07D401-12, C07D2 L B-06, C07D333-34 
CC 27-16 (Heterocyclic Compounds {One Hetero Atom)} 

Section cross-reference (s ) : 1, 63 
IT 152490-20-5P 15249 



1524^0-25-OP 15249 

152490-29-4P 15249 

152490-34-1P 15249 

152490-39-6P 15249' 

152490-44-3P 15249 

152 4 90-4 9- 8 P 15261 1-64- 8 P 



2 1-6P 152 4 90-22-7 P 152! 4 90-2 3- 8 P 1524 90-2 4- 9P 

2 6- IP 152490-27-2P 152490-28-3P 

30-7P 152490-31-8P 152490-32-9P 152490-33-0P 

45 - 2 P 152 4 9 0-3 6- 3 P 152 4 90- 37-4 P 152490-3 8-5P 

4 0-9P 152490-4 1-0P 152 4 90-42- IP 152490-4 3-2 P 

4 5-4P 1 52 4 90- 4 6- 5 P 152490-47-6P 152490-48-7P 



RL: BAC (Biological activity or effector, except; adverse); BSU (Biological 
study, unclassified); 3PN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 
(prepn. of, as analgesic) 
IT 152490-27-2P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 
(prepn. of, as analgesic) 
RN 152490-27-2 HCAPLUS 

CN Benzenepropanamide, . alpha . - [ ( hexadecylsul f onyl ) amino] -N-4-pyridinyl- , 
(S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



fl 0 0 



3 Me 
HN (CH2)15 



HN„ 



Ph 
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1984 :209513 HCAPLUS 
100:209513 

Cephalosporin derivatives and their pharmaceutical 
compositions 

Kocsis, Karoly; Wiederkehr, Rene; Wehrli, Hansuli 
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B 1 


19860221 












E'E 
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A 1 


19 8 212 02 




DE 


1982- 


32 07 311 


198 2 030 L 


GB 


2 0 9 52 61 


A 


19820929 




GB 


1982- 


6136 


19820 302 


GB 


2 U 9 52 61 


B2 


1^840815 












ML 


8 2 0 0 8 2 8 


A 


1 Q 8 ^ 1 i'i 01 




NL 


1982- 


82 8 


1982 0 302 


US 


4 4 3 5 3 8 5 


A 


1^84030 6 




US 


1982- 


3 5 3 9 00 


1982 0 3 02 


S E 


8 2 0 L 3 3 9 


A 


1 Q 8 0 r i 0 7 




SE 


1982- 


13 3 9 


1982 0 304 


ra 
la 


| l o o ^ o ;> 

L L O <J T J O .1 


A L 


X _ U J U U L 1 




CA 


1982- 


3 97 5 61 


1 ^ 8 0 3 0 4 


T T 


\) J X 'J 1 


A 1 


1 C» R S fl ri ^ n 

J. _ O J U r J _J u 




IL 


1982- 


6 5 167 


1 ^ 8 - ' 0 3 0 4 


ATT 
AU 


O „ O L 1 0 4 


A 1 


1 O fi Pi Q i"1 Q 
± r O ^ \J r [ J y 




AU 


1982- 


81 L64 




JP 


57158745 


A2 


19820930 




JP 


1982- 


35698 


19820305 


JP 


03063559 


B4 


19911001 












ES 


510 167 


Al 


19831016 




ES 


1982- 


510167 


19820305 


ZA 


8201491 


A 


198 3102 6 




ZA 


1982- 


1491 


19820305 


HU 


28423 


0 


198 31228 




HU 


1982- 


690 


19820305 


ES 


522 916 


Al 


19850301 




ES 


1983- 


522 916 


19830601 


PRIORITY 


APPLN. INFO. 






CH 


1981-1531 


19810306 










CH 


1981-572 


3 


19810904 



GI 
AB 



ICI 
CC 

IT 



For diagram ( s ) , see printed CA Issue. 

Peptides RR1NCHR2CONHCH (CH2SR4 ) CO- Phe-T rp- Lys -X-NHCHR3CH2 SR5 [R = inorg. 
or org. acyl group, Rl = H, alkyl, NCHR2CO moiety = L- or D-Phe 
(optionally ring substituted by halo, N02, OH, alkyl, alkoxy); Phe, Trp (D 
or L) may be ring substituted by N02, NH2, OH, alkyl, alkoxy; Lys may be 
. alpha . -N-methylated and . eps :i Ion . -N-al kylated; X = D- or L- . alpha . -amino 
acid residue optionally . alpha . -N-methylated; R3 = C02H, CH20H, carbamoyl, 
P. 4 = R5 = H, R4R5 = bond] were prepd. and they control the secretion of 
somatotropin and inhibit gastric and pancreatic secretion (no data) . I 
was prepd. by dep rotection -oxidn . of Me ( CH2 ) 8CO-D- Phe-Cys (MB:<:1 ) - Phe-D-Trp- 
Lys (Z) -Thr-Cys (MBzl) -Thr-ol (MBzl = p-MeOC6H4CH2 , Z - PhCH202C), which was 
prepd. by peptide coupling in soln. 
A61 

34-3 (Amino Acids, Peptides, and Proteins) 



-re ference ( s ) 
83795--62-4P 
83795-72-6P 
83795- 82-8P 
83795-90-8P 



: 63 

83795-64-6P 
83795-74-8P 
83795-84-0P 

83795-92-0P 



83795-66-8P 
83795-76-0P 
83795-86-2P 
83795-98-6P 



83795-68- 
83795-78- 



0P 

2P 



83805-40-7P 



IT 



RN 
CN 



Section cross- 
837'? 60-2 P 
83795-7 0-4 P 
83795-80-6P 
83795-88-4P 
83805-42-9P 

PL: SPH (Synthetic preparation); PREP (Preparation) 

(prepn. of) 
83795-84-0P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(prepn. of) 
83795-84-0 HCAPLUS 

L-Cyst einamide, N- (decylsu.l f onyl) -D-phenylalanyl-L-cysteinyl-L- 
phenylal anyl-D - 1 ryptophyl- L - ysyl-L-threonyl-N- [ 2 -hydroxy- 1- 
(hydroxymethyl) propyl ] -, eye. I ic (2 . fwdarw. 7 ) -disul f ide, [R- ( F. + , R+ ) ] - , 
acetate (salt) (9CI) ( CA INDEX NAME) 



CM 
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CRN 83795-83-9 

CMF C59 H86 N10 012 S3 



O 

i i 

Me (CH2) 9 3 - NH 

0 j ° 

i 

Ph CHo CH C NH 

H Ph- CHo 0 ■ 

N HO " ■ 

h . N . ' : \ 



S 



CH? ] " N S 

H ; 

O N ■ H ; ■ // M .. , OH 

H || 1 0 N 

rl \ 

° 9 H Me C NH CH CH" Me 



H 2 N (CH 2 )4 OH 



O CH9 OH 



CM 2 

CRN 64-19-7 
CMF C2 H4 02 



HO C CH3 
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1973: 148248 HCAPLUS 
78 : 148243 

Colistin nonapeptide sulfonic acid derivatives 
Chihara, Shiro; I to, Akira; Yahata, Masahiro; Tobita, 
Takashi 

Kayaku Antibiotics Research Co., Ltd. 

Jpn. Tokkyo Koho, 3 pp. 

COHEN: JAXXAD 

Patent 

Japanese 

1 



PATENT NO. KIND DATE APPLICATION NO. DATE 



JP 47051357 B4 19721223 JP 1970-127602 19701228 

AE The title derivs. (I, Dal = .alpha. f . gamma . -diaminobutyric acid) were 
manufd. by treating colistin nonapeptide (II) with the corresponding 
sulfonyi chlorides at p»H 4-7. I have antibacterial activity. Thus, 220 
mg II was reacted in 100 ml 0 . 2M H3P04 buffer with 1.6 g CH3 ( CH2 ) 7S02C1 
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for 7 hr at 40. degree, to give 80 mg I ( R = CH 3 (CH27). I (R = 
.beta.-naphthyl, p-EtC6H5, Ph, p-N02-C6H5 and PhCH2 ) were similarly manufd. 
IC C07C; A61K 

CC 34-3 (Synthesis of Amino Acids, Peptides, and Proteins) 

ST collstin nonapeptide sulfonate derivs; bactericide colistin 

deriv; peptide colistin deriv 
IT 40944-58-9P 40944-59-0P 40944-60-3P 40944-6I-4P 

4 0944- 62 -5P 40944- 63- 6P 

RIj : SPN (Synthetic preparation); PREP (Preparation) 
(prepn. of) 
IT 40944-58-9P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 
(prepn. of) 
RN 40944-58-9 HCAPLUS 

CN Polymyxin El, 1-de [N2- ( 6-methyl - 1-oxooctyl ) -L-2 , 4 -diaminobutanoi c 
acid] -2- [N- ■ (octylsul f onyl ) -L- threonine ] - (9CI) (CA INDEX NAME) 



0 

Me (CH2)7 S NH 

! I i 

OH ' Q i 0 

! I jl 

Me CH- CH C NH 0 

H2N CHo CH2 CH C NH 
O 



CH2 CH2 NH2 



Me ■ CH v h | 

W H O | Il eu-i 

0| | ° 

H 2 N CH 2 CH 2 CH 2 - CH2- NH 2 
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1972 : 552576 HCAPLUS 
77 : 152576 

Antibacterial polymyxin derivatives 

Bouchaudon, Jean; Jolles, Georges 

Rhone- Poulenc S. A. 

Ger . Of fen. , 47 pp. 

CODEN: GWXXBX 

Patent 

German 

I 



PATENT NO. 

DE 2204887 
FR 212 4 0 60 
FR 2 12 4 060 



KIND DATE 



A 

A5 
Bl 



19720921 
19 /20922 
19740412 



APPLICATION NO. 

DE 1972-22 )4887 
FR 1971-^429 



DATE 

1 37 2 02 02 
19710202 
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NL 


7200997 


A 


19720804 


NL 1972-997 


19720125 


US 


3817973 


A 


19740618 


US 1972-222296 


19720131 


BE 


778796 


Al 


19720801 


BE 1972-113486 


19720201 


CH 


54282 0 


A 


19731130 


CH 1972-1430 


19720201 


GB 


1378025 


A 


19741218 


GB 1972-4730 


19720201 


CA 


931661 


Al 


19760113 


CA 1972-133715 


19720201 


JP 


54000919 


B4 


19790 118 


JP 1972-11455 


19720202 


PRIORITY 


APPLN. INFO. 




FR 


1971-3429 


19710202 


GI For 


diagram ( s ) , 


see 


printed CA Issue. 







AB Sixteen polymyxin derivs . (I; R = Me2CH ( CH2 ) 5CO, n-C7H15CO, etc.; Dab = 

L-. alpha., . gamma . -diammobu ty ryl ) , useful as antibiotics, were prepd. by 
coupling the a::ide of the corresponding R- Dab ( Cb;: ) -Thr-Dab ( Cbz ) -NHNH2 (II) 
to blocked colistamine III ( Rl = N-oxo - 3-py r idylmethyloxycar -bonyl ) , 
followed by catalytic hydrogenation . BOC-Dab (Cbz) -OH was attached to a 
resin and then coupled sequentially with BOC-Thr-OH, BOC-Dab ( Cbz ) -OH, and 
ROH using dicyclo-hexylcarbodiimi.de to give the peptide-resin, which was 
treated with N2H4 to yield 11. BOC groups were cleaved after each 
coupling step by HCl-HOAc. 3-Hydroxymethylpyndine (IV) reacted with 
p-02NC6H4C020H to give IV N-oxide, which was treated with p-02NC6H402CCl 
to give p-02NC6H40Rl . The latter reacted with colistin to give 
penta-N - [N-oxo -3-pyridylmethyl-oxycarbonyl ] colistin, which was treated 
with the proteinase from Bacillus subtilis to give III. 

IC C07C; A61K 

CC 34-3 (Synthesis of Amino Acids, Peptides, and Proteins) 
ST polymyxin peptide antibiotics; colistin peptide 



6968 - 
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11074- 
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38486 


-86 


-IP 


38486 


-87 


- 2P 


384 86 


-88 


-3P 
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-2P 
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-3P 


38541 
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-4P 


38543-33 


-8P 








38543 


-34 


- 9P 


38543 


-35 


-OP 


38543 


-36 


-IP 


38543- 


37-2P 


38543 


-38 


-3P 


385^8 


-91 
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38855 


-35 
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-36 
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37-7P 
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RL: SPN (Synthetic preparation); PREP (Preparation) 
(prepn. of) 
IT 38495-43-1P 38495-44-2P 38543-33-8P 

RL: SPN (Synthetic preparation); PREP (Preparation) 
iprepn. of) 
RN 38495-43-1 HCAPLUS 

CN L-Threonine, N2- (octylsul f onyl ) -N4- [ (phenyl methoxy ) carbonyl] -L-2, 4- 
diaminobutanoyl -L-threonyl-N4- [ ( phenylmethoxy ) carbonyl] -L-2, 4- 
diaminobutanoyl -L-2 , 4 -diaminobutanoyl-N4 - [ [ ( l-oxido-3- 

pyridinyl ) methoxy ] carbonyl ] - L-2 , 4 -diammobutanoyl -D-leucyl-L-leucyl -N4 - 
[ [ (l-oxido-3-pyridmyl) methoxy] carbonyl] - L-2, 4 -di aminobutanoyl -N4 - [ [ ( 1- 
oxido-3-pyridinyl) methoxy] carbonyl] -L-2, 4 -di aminobutanoyl - , cyclic 
(10. fwdarw. 4) -peptide (9CI) (CA INDEX NAME) 
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PAGE 2 -A 

CH2 
NH 

C 0 

i 

0 

CH2 



RN 38495-44-2 HCAPLUS 

CN Polymyxin El, 1- [N2- ( octylsul f onyl ) -L-2 , 4-diaminobutanoic acid]-, 
pentahydrochloride (9CI) ( CA INDEX NAME) 



PAGE 1-A 



Me (CH? ) 7 S - NH 

! ; I 
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i o 

! i! 

H2N CH? CH2 CH C NH 
OH 



Me CH - CH C NH O 
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H2N CH2 CH2 CH C NH 
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N 
H 
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RN 38543-33-8 HCAPLUS 

CN Butanoic acid, N2- ( octylsul f onyl ) -N4- [ ( phenylmethoxy ) carbonyl] -L-2, 4- 

diaminobutanoyl-L- threonyl-N4 - [ (phenylmethoxy) carbonyl] -L-2, 4-diamino-, 
hydrazide (9CI) ( CA INDEX NAME) 

Absolute stereochemistry. 



Ph 



N 
H 



0 0 



N 
H 



Me 



(CH2) 7 



H 
N 



O 

i 1 
!l 



H2N 



Ph 



N 
H 



N 
H 



Me 



OH 



L10 ANSWER 1 OF 14 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



HCAPLUS COPYRIGHT 2003 ACS 
2002 : 240062 HCAPLUS 
136: 395375 

In vitro antiplasmodium effects of dermaseptin S4 
derivatives 

Pagan, Arie; Efron, Leah; Gaidukov, Leonid; Mor, 
Amram; Ginsburg, Hagai 

Institute of Life Sciences, The Hebrew University of 
Jerusalem, Jerusalem, 91904, Israel 

Antimicrobial Agents and Chemotherapy (2002), 46(4), 
1059-1066 

CO DEN : AMACCQ; ISSN: 0066-4804 
American Society for Microbiology 
Journal 
English 

The 13-residue dermaseptin S4 deriv. K4S4(l-13)a (P) was previously shown 
to kill int raerythrocytic malaria parasites through the lysis of the host 
ceLls. In this study, we have sought peptides that will kill the parasite 
without lysing the erythrocyte. To produce such peptides, 26 compds . of 
variable structure and size were attached to the N terminus of P and 
screened for antiplasmodium and hemolytic activities in cultures of 
Plasmodium falciparum. Results from this screen indicated that increased 
hydrophobicity results m amplified antiplasmodium effect, irresp. of the 
linearity or buikiness of the additive. However, increased hydrophobicity 
also was generally assocd. with increased hemolysis, with the exception of 
two derivs.: propionyl-P (C3-P) and isobutyryl-P (iC4-P). Both 
acyl-peptides were more effective than P, with 50- growth inhibition at 
3.^, 4.3, and 7,7 .mu.M, resp. The antiparasitic effect was time 
dependent and totally irreversible, implying a cytotoxic effect. The 



AUTHOR (S 



CORPORATE SOURCE: 



SOURCE 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
AB 



Page 74 



Russel 09/904,756 



peptides were also investigated in parallel for their abilrty to inhibit 
parasite growth and to induce hemolysis in infected and uninfected 
erythrocytes. Whereas the dose dependence of growth inhibition and 
hemolysis of infected cells overlapped when cells were treated with P, the 
acy 1-peptides exerted 50r growth inhibition at concns . that did not cause 
hemolysis. Noticeably, the acyl derivs., but not P, were able to 
dissipate the parasite plasma membrane potential and cause depletion of 
int raparasite potassium under nonhemolytic conditions. These results 
dearly demonstrate that the acyl-peptides can affect parasite viability 
in a manner that is dissocd. from lysis of the host cell. Overall, the 
data indicate the potential usefulness of this strategy for development of 
selective peptides as investigative tools and eventually as antimalarial 
agents . 
CC 1-5 (Pharmacology) 

IT 4288 /3-i:!-5P 428873-14-7P 428873-16-9P 428873-17-0P 428873- 18-1 P 
428873-l ,: »-2P 428873-20-5P 428873-21-6P 42887 3-22-7P 

42 8 873-23 -8P 42 8 87 3-24 -9P 42 8 87 3-2 5- OP 42 8 8 73 -2 6- IP 4 2 8 87 3-2 7-2 P 
42 8 873-2 8 -3P 42 8 87 3-2 9-4 P 42 8 87 3- 30-7 P 42 8 873 -31- 8 P 428 8 7 3- 32 -9P 
428873-33 - OP 428873-34-1P 42 8 873-35-2 P 42887 3 -3 6- 3P 42 8 87 3-37-4 P 
428873-38 -5P 

RL: DMA (Drug mechanism of action); PAC (Pharmacological activity); PRP 
(Properties); SPN (Synthetic preparation); THU (Therapeutic use); BIOL 
(Biological study); PREP (Preparation); USES (Uses) 

(in vitro antiplasmodium effects of dermaseptin S4 derivs.) 
REFERENCE COUNT: 41 THERE ARE 41 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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SOURCE: 

DOCUMENT TYPE: 
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2 001:719012 HCAPLUS 
135:280431 

Photographic element and compound and process useful 
the rewith 

Romanet, Robert F . ; Vreeland, William B.; Harder, John 

W. ; Brown, Christopher T.; Conley, Scott R. ; 

Youngblood, Michael P. 

Eastman Kodak Company, USA 

U.S., 52 pp. 

CODEN: USXXAM 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



US 6296997 
EP 1205796 
EP 1205796 

R: AT, BE, 
IE, SI, 
JP 2002162718 
PRIORITY APPLN. INFO. 
OTHER SOURCE (S) : 
GI 



Bl 200L1002 
A2 20020515 
A3 2 0021211 
CH, DE, DK, ES, 
LT, LV, FI, RO, 
A2 20020607 



US 2000-707586 
EP 2001-204126 



20001107 
20011029 



LI, LU, NL, SE, MC, PT, 



MAR PAT 



FR, GB, GR, IT, 
MK, CY, AL, TR 

JP 200L-342355 20011107 
US 2000-707586 A 20001107 
135:280431 
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BA ■ {CP,lp 2 )p NHCO CR?R?0 



NH X W n Z I 



AB 



IC 
NCL 

cc 

IT 



The invention describes a silver halide photog. element contg. a 
dye-forming bicyclic azole coupler having a phenoxy substituent contg. an 
ortho substituent for better color rendition. The photog. element 
comprises a light-sensitive Ag halide emulsion layer having assocd. 
therewith a bicyclic azole dye-forming coupler compd. (I) where BA = a 
bicyclic azole coupler nucleus with ~(C(R1) (R2))P- bonded to a ring C in a 
non-coupling position of the coupler nucleus; p is 1 or 2, and each Rl and 
R2 is independently selected from H and a substituent group, provided that 
any 2 of Rl and R2 may join to form a ring; Ra and Rb are each 
independently selected from H and a substituent group, provided that 
substituent groups may join to form a ring; each Y is an independently 
selected substituent and m is 0-4; X is selected from the group consisting 
of -C(O)-, -S(0)2~, -S(O)-, and -P(O) (OH)-; W is a connecting group having 
a chain of up to 4 atoms between X and Z, and n = 0 or 1; and ( a) when n = 
0, Z is -NHR5 where R5 is H or a substituent, and (b) when n = 1, Z is 
selected from -OH, -S02NHR5, and -NHR6 where R5 is H or a substituent 
group and R6 is a substituent bonded to -NH- by an electron withdrawing 
group in R6; provided that the ClogP value of the coupler compd. is at 
least 5.0. The element provides improved color rendition. 
I CM G03C0 01-0S 
ICS G03C007-26; G03C007-32 
4 30558000 

74-2 (Radiation Chemistry, Photochemistry, and Photographic and Other 
Reprographic Processes) 

363595-59-9 
363595-63-5 
3*53595-68 -0 
363595-73-7 

363595-77- 
363595-81-7 



360051-08-7 363595-58-8 



363595-61-3 
363595-66-8 
363595-71-5 
363595-75-9 
363595-79- 3 
363595-84- 0 
363595-90-8 
363595-95-3 
PL: NUU (Other us 
use) ; USES (Uses) 

(photog. element contg 
color reprodn . ) 
REFERENCE COUNT: 9 



363595-62-4 
363595-67-9 
363595-72-6 
363595-76-0 
363595-80-6 
363595-86-2 
363595-91-9 



363595-60-2 
363595-64-6 
363595-69-1 
363595-74-8 
1 363595-78-2 
363595-82-8 



363595-65-7 
363595-70-4 



3 63595- 
363595- 



87 - 
92- 



363595-88-4 
363595-93-1 



363595-89-5 
363595-94-2 



unclassified}; TEM (Technical or engineered material 



. dye-forming bicyclic azo coupler for better 

THERE ARE 9 CITED REEERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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Photographic element having improved dye stability, 
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Burns, Paul A.; Romanet, Robert F. ; Fischer, Susan M. 
Lincoln, David G.; Spara, Paul P. 
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PATENT ASSIGNEE ( S ) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

EAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



Eastman Kodak Co., USA 

U.S., 21pp. 

CODEN: USXXAM 

Patent 

Engl ish 

1 



PATENT NO. KIND DATE APPLICATION NO. DATE 



US 62 9 1152 Bl 20010918 US 2000-707636 20001107 

EP L205795 Al 20020515 EP 2001-204100 20011026 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 

IE, SI, LT, LV, FI, RO, MK, CY, AL, TR 
PRIORITY AFPLN. INFO.: US 2000-707636 A 20001107 

OTHER 30URCE{S): MAR PAT 135:249384 

GI 



O R' 

R4 - / 

R.3 j NH R? O 
Rl j R2 

i 



HN 



(Y)i 



R? 



f i 



N (R?) Z 



AB Disclosed is a photog. element comprising a light-sensitive silver halide 
emulsion layer having assocd. therewith a bicyclic azole dye-forming 
coupler, having appended to a ring carbon at a non-coupling position 
thereof a substituent group represented by the formula I (arrow represents 
point of attachment of substituent group to non-coupling position of 
coupler; Rl, R2, R3, R4 = H, substituent; any two of Rl, R2 , R3 and R4 may 
join to form ring; Ra, Rb = H, substituent; Rc, Rd = H, alkyl, aryl; any 
two of Rc and Rd may join to form ring; n = 1-10; Re = H, alkyl, aryl; Y = 
substituent; m = 0-4; Z = -C(0)R5, -S(0)2R5, -SOR5, -P(:0)(R6)2, 
-P(O) (OR6)2; R5 = alkyl, aryl, heterocyclic, alkoxy, aryloxy, alkylamino, 
arylamino; R6 ~ alkyl, aryl; Z can form ring with any one of Rc and Rd) . 
Such an element provides improved image dye stability. 

IC ICM G03C001-08 

ICS G03C007-26; G03C007-32 

NCL 430558000 

CC 74-2 (Radiation Chemistry, Photochemistry, and Photographic and Other 

Reprographic Processes) 
IT 360051-04-3 360051-06-5 360051-08-7 360051-10-1 

360051-11-2 3 60051-12-3 360051-1 3-4 360051-15-6 360051-16-7 

360051-17-8 360051-18-9 360051-19-0 360051-21-4 

360051-23-6 360051-25-8 360051-27-0 360051-28-1 

360051-30-5 360051-31-6 360051-32-7 

360051-33-8 360051-35- 0 360 0 5 1 - 37 - 2 360053-23-2 
RL: LEV (Device component use:; USES (Uses) 

(photog. magenta courier in photog. element having improved dye 

stability, compd., and imaging process) 
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APLUS COPYRIGHT 2003 ACS 
1999: 819353 HCAPLUS 
132 : 64534 

Preparation of cyclic amino acid compounds for 
inhibiting . beta . -amyloid peptide release and/or its 
s ynthes is 

Thompson, Richard C; Wilkie, Stephen; Stack, Douglas 
R.; Vanmeter, Eidon E.; Shi, Qing; Britton, Thomas C; 
Audia, James E.; Reel, Jon K. ; Mabry, Thomas E.; 
Dressman, Bruce A.; Cwi, Cynthia L . ; Henry, Steven S.; 
Mcdaniel, Stacey L.; Stucky, Russell D . ; Porter, 
Warren J. 

Elan Pharmaceuticals, Inc., USA; Eli LilLy & Company; 
et al. 



PCT Int. Appl. 
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Patent 
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714 pp. 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 
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CA 
AU 
EP 
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PRIORITY 
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2002518483 
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Al 200104 LI 
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T2 20020625 
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RO, 
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FR, 
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GH, GM, HR, HU, ID, 
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RU, SD, SE, SG, SI, 
YU, ZA, ZW, AM, AZ, 



SZ, UG, ZW, AT, BE, 
LU, MC, NL, PT, SE, 
NE, SN, TD, TG 

CA 1999-2325389 
AU 1999-47101 
EP 1999-930594 
GB, GR, IT, LI, LU, 



CN, 

IL, 
MD, 
SK, 
BY, 

CH, 
BF, 
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IN, 
MG, 
SL, 
KG, 
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BJ, 
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TJ, 
KZ, 

DE, 
CF, 



19990622 
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NL, SE, 



JP 2000-555875 
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1999- US14193 W 



1999062: 
1998062: 
1999062: 



DE, 
JP, 
MN, 
TM, 
MD, 

DK, 
CG, 



MC, PT, 



OTHER SOURCE (S) : 
AB Cyclic compds . , 
al kyl , al kenyl , 
heteroaryl; Rl 5 



: US 

WO 

MARPAT 132:64534 
e.g., RlRl5'NC(Q)NRl5<Y)n(CH)pC(X)W [Rl - (un) substituted 
alkynyl, cycloalkyl, or cycloa.1. kenyl , aryl, hete rocycl yl , 
= H, alkyl, substituted alkyl, aryl, heteroaryl, 
heterocyclyl ; R15* = H, OH, alkyl, substituted alkyl, heterocycl yl , 
heteroaryl; W together with (CH)pC(X) forms an ( un) substituted cycloalkyl 
or cycloalkenyl, heterocyclyl, which are optionally fused to form a bi- or 
multi-fused ring systems; X = oxo, thioxo, hydroxy!, thiol, or hydro 
(H,H); Y = CHR2CONH, where R2 = (un) substituted alkyl, alkenyl, or 
alkynyl, cycle al kyl , aryl, heteroaryl, heterocyclyl; p = 0 or 1], were 
prepd. for inhibition of . beta . -amyl oid peptide release and/or its 
synthesis . Thus, (S) -3 - [ [U- 2 - 1 hi opheneca rbony 1 .) -L-alaninyl] amino] 2, 3- 
dihydro- l-methyl-5-phenyl- 1H- 1, 4 -benzodia zepi n-2-one was prepd. via 
acyla t ion of ( S ) - 3- ( L-alaninylamino ) -2 , 3-dihyd ro- i -methyl - 5 -phenyl- 1H- 1 , 4 - 
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benzodiazepin-2-one with 2-thiophenecarboxylic acid. Compds . of the 
invention inhibit . beta . -amylo id peptide prodn. by at least 30^ as 
compared to the control. 
IC ICM C07D243-24 

ICS A6LK031-55; C07D223-18; C0VD223-16; C07D409-12; C07D401-04; 
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C07D401-14; C07D401-12 
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KL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation}; THU ( Tlie r apeut i c use); 
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(prepn. of cyclic amino acid compds . for inhibiting . beta . -amyloid 
peptide release) 
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Patent 
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AB The present invention relates to therapeutically active 

. alpha . -aminosulf onyl hydroxamic acids, to pharmaceutical compns . contg. 
them, and to the method of using such compds. The compds. of the 
invention are inhibitors of matrix metal loproteinases involved in tissue 
degrdn., hence are useful for the treatment of osteoarthritis, rheumatoid 
arthritis, septic arthritis, osteopenia, osteoporosis, tumor metastasis, 
periodontitis, gingivitis, corneal ulceration, dermal ulceration, or 
gastric ulceration. N-Hydr oxy-2 ( R) - [ ( 4 -methoxybenzenesul f onyl ) amino] -3- ( 3- 
indolyl } -propanamide (I) was prepd. by 3 steps from reactants, 
D- tryptophan Me ester hydrochloride, 4 -methoxybenzenesul f onyl chloride, 
and hydroxyamine hydrochloride. I was in vitro tested for inhibitory 
activities m gelatinase, resulting in Ki (inhibition const.) value of 
0.007 81 M. 
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NCL 514419000 

CC 1-12 (Pharmacology) 
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21 2698 -20- 9P 

RL : BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of . alpha . -aminos ul f onyl hydroxamic acids as matrix 
metal lcp roteinase inhibito r s ) 
REFERENCE COUNT: 12 THERE ARE 12 CITED REFERENCES AVAILABLE FOR THIS 

RECORD . ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L10 ANSWER 6 OF 14 HCAPLUS COPYRIGHT 2003 ACS 
ACCESSION NUMBER: 1^98:437582 HCAPLUS 

DOCUMENT NUMBER: 129:2 607 61 



Page 8 0 



Russel 09/904,756 



TITLE: 
AUTHOR (S) : 

CORPORATE SOURCE : 

SOURCE: 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE: 
GI 



Structural modification of an orally active thrombin 
inhibitor, LB30057: replacement of the 
D-pocket-binding naphthyl moiety 

Lee, Koo; Hwang, Sang Yeul ; Hong, Seongwon; Hong, 
Chang Yong; Lee, Chang-Seok; Shin, Youseung; Kim, 
Sangsoo; Yun, Mikyung; Yoo, Yung Joon; Kang, 
Myunggyun; Oh, Yeong Soo 

Biotech Research Institute, LG Chemical Ltd/Research 
Park, Taejon, 305-380, S. Korea 

Bioorganic & Medicinal Chemistry (1998), 6(6), 869-876 

CODEN: BMECEP; ISSN: 0968-0896 

Elsevier Science Ltd. 

Journal 

English 
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H2N 
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h |i 
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N 



N 

H 2 N 



NH? II 



AB Amidrazonophenylalanine deriv. LB30057 (I) was identified as a potent 
(Ki-0.38 nM) , selective, and orally active thrombin inhibitor. As a 
continuation of studies into benzamidrazone-based thrombin inhibitors, we 
have structurally modified I by replacing the naphthyl group with a 
variety of hydrophobic moieties. This study led to discovery of several 
compels . with significantly enhanced potency in thrombin inhibition without 
sacrificing selectivity against trypsin and oral absorption. The highest 
activity was obtained with benzocyclohept yl deriv. II (Ki = 0.045 nM) . 

CC 34-2 (Amino Acids, Peptides, and Proteins) 
Section cross- reference ( s ) : 1 

IT 18477 1--00-4P 18477L-01-5P 2 1 3 17 9-08-9P 213179-09-OP 213179-10-3P 
2 L3179 - L1-4P 21317 }-12-5P 2 1317 9-1 3 -6P 21317 9-14-7P 213179-16-9P 
2L3 17 9-18-1P 21317 9-19-2P 21317 9-2L-6P 213179-24-9P 2 131 7 9-2 6- IP 
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213179-51- 
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213179-43-2P 
J13179-50-1P 



213179-36-3P 
213179-45-4P 
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(prepn. and thrombin inhibitory structure-activity of 

( amidra::ono) phenylalanine derivs . ) 



; BSU (Biological 
[ Biological 
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H 

R 1 \ CONHOH 
C 

N S02 R 2 
H I 



AB The title compds . I [Rl is iso-Pr, 2 -methylbut-2 - yl , Ph, benzyl, or 

1H -indol-3ylmethyl ; R2 is n-octyl, Ph, or Ph substituted with methoxy, 
fluoro, or bromo] are prepd. In an in vitro test for inhibition of 
gelatinase, N-hydroxy-2- (R) - [ { benzenesul f onyl ) amino] -3-methylbutanamide in 
vitro showed the Ki value of 0.082 .mu.M. 

IC ICM C07D209-20 

ICS A61K031-40; C07C311-29; C07C31L-19 

CC 34-2 (Amino Acids, Peptides, and Proteins) 
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IT 193807-79-3P 206758-40-9P 206758-41-0P 206758-42-1P 206758-43-2P 
206758-44-3P 206758-45-4P 206758-46-5P 206758-47-6P 
206758-48-7P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of . alpha . -amino sulfonyl hydroxamic acids as matrix 

metalloproteinase inhibitors) 
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NHCO (CH?) i5Me 
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CH 

A HNCO CH2CHMe2 

RlNHCHCONH 0 f 

HO .... 



OR3 I O 1 II 



AB 



IC 



cc 



IT 



Oxygenic heterocyclic derivs. of general formula [I; Rl - R4CO, R402C, 
R4S02 (R4 = straight-chain Cll-20 alkyl); R2 = Cl-10 alkyl optionally 
substituted by C6-14 aryl; R3 = H, R5CO (wherein R5 - Cl-10 alkyl); A - 
CI- 3 alkylene optionally substituted by Cl-3 alkyl], salts thereof, and 
solvates or hydrates thereof are prepd. These compds . exhibit a potent 
inhibitory activity against cysteine proteases such as calpain, papain, 
cathepsin B, cathepsin H, cathepsin L, calpain, and interleukin 
1 . beta . -converting enzyme and are excellent in absorbability through oral 
administration, tissue transportability, and cell membrane permeability 
and are useful for the treatment of muscular dystrophy, muscular atrophy, 
myocardial infarction, stroke, Alzheimer's disease, disorders of cognition 
and motor disorders in head trauma, multiple sclerosis, neuropathy of 
peripheral nerve, cataract, allergy, hepatitis siderans, osteoporosis, 
hypercalcemia, breast cancer, prostate cancer, prostatomagaly, inhibitors 
of cancer proliferation and metastasis, and blood platelet aggregation 
inhibitors . Thus , (3S)-3-[(S)-2-( tert-butoxycarbonyl amino ) -4- 
methyl valerylamino ] -2- tetrahydrof uranone was stirred with 4 N HC1 in EtOAc 
at room temp, for 45 min and then acylated by hep tadecanoyl chloride in 
the presence of Et3N in CH2C12 at room temp, overnight to give 
(3S)-3-[(S)-2- ( hep tadecanoyl ami no ) - 4 -methyl valerylamino ] -2- 

tetrahydrof uranone, which was reduced by LiAlH4 in THF at -68. degree, for 

1 h to give ( 3S )-[ (N-heptadecanoyl-L-leucinyl ) amino] -2- tetrahydrof uranol 
(II; R = heptadecanoyl ) . The latter compd. and II (R = 

pentadecylsulf onyl ) in vitro showed IC50 of 1.05 and 0.09 .mu.M, resp., 
against m-calpain. 
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34-2 (Amino Acids, Peptides, 
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2 01 155- 17- IP 20 1155-28-4 P 
2 01155-4 0-OP 201155- 41- IP 
2 01 15 5-52-4 P 201155-53-5 P 
201155-57-9P 201155-58-OP 201155-59-1P 
201155-60-4P 2 0 LI 55- 67- IP 2 02 8 14- 96- 8 P 
2 02 814-98-0P 2 02 8 15-01- 8 P 

RL: BAC (Biological activity or effector, except adverse) 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of oxygenic heterocyclic derivs. of: amino acid amides as 
cysteine protease inhibitors for treatment of diseases) 
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BSU (Biological 



L10 ANSWER 9 OF 14 HCAPLUS COPYRIGHT 2003 ACS 
ACCESSION NUMBER: 1997:5 13624 HCAPLUS 

DOCUMENT NUMBER: 127:162119 

TITLE: Preparation of N-sul f onylamino acid derivatives as 

metal lop rote mase inhibitors 



Page 84 



Russel 09/904,756 



INVENTOR (S) : 

PATENT ASSIGNEE (S) : 

SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



Watanabe, Fumihiko; Tsuzuki, Hiroshige; Ohtani, 
Mitsuaki 

Shionogi and vCo . , Ltd., Japan; Watanabe, Fumihiko; 
Tsuzuki, Hiroshige; Ohtani, Mitsuaki 



PCT Int. Appl. 

CODEN: PIXXD2 

Patent 

Japanese 

1 



128 pp. 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



WO 


9727174 




Al 






199707 31 




W: AL, 


AM, 


AT, 


AU, 


AZ, BA, 




DK, 


EE, 


ES, 


FI, 


GB, GE, 




LR, 


LS, 


LT, 


LU, 


LV, MD, 




RU, 


SD, 


SE, 


SG, 


SI, SK, 




AZ, 


BY, 


KG, 


KZ, 


MD, RU, 




RW: KE, 


LS, 


MW, 


SD, 


SZ, UG, 




IE, 


IT, 


LU, 


MC, 


NL, PT, 




MR, 


NE, 


SN, 


TD, 


TG 


CA 


22424 16 




AA 


19970731 


AU 


9713195 




Al 




19970820 


AU 


715764 




B2 




2 0 0 00210 


CN 


1214 041 




A 




199904 14 


BR 


97070 10 




A 




1999072 0 


EP 


950656 




Al 




1999102 0 




R: AT, 


BE, 


CH, 


DE, 


DK, ES, 




IE, 


si, 


LT, 


LV, 


FI , RO 


JP 


2001316254 


A2 




20011113 


NO 


9803376 




A 




199809 1 4 


US 


6150394 




A 




2 0 0 01 12 L 


US 


6207698 




Bl 




2 0010327 


US 


6235768 




Bl 




2 0 010522 


AU 


738793 




B2 




2 0 0 1 092 7 


US 


6441021 




Bl 




20020827 



WO L997-JP126 

BB, BG, BR, BY, CA, CH, 

HU, IL, IS, JP, KK, KG, 

MG, MK, MN, MW, MX, NO, 

TJ, TM, TR, TT, UA, UG, 

TJ, TM 

AT, BE, CH, DE, DK, ES, 

SE, BF, BJ, CF, CG, CI, 

CA 1997-2242416 
AU 1997-13195 

CN 1997-193226 
BR 1997-7010 
EP 1997-900747 
FR, GB, GR, IT, LI, LU, 

JP 2001-69135 
NO 1998-3376 
US L998-120 378 
US 1998-120197 
US 1999-307818 
AU 2000-30222 
US 2000-710904 



PRIORITY APPLN. INFO . 



OTHER SOURCE (S) 
GI 



19970122 

CN, CU, CZ, 

KR, KZ, LC, 

NZ, PL, PT, 



MAR PAT 12 7 



JP 1996-30082 A 

JP 1996-213555 A 

JP 1997-526728 A3 

WO 1997-JP126 W 

US 1998-120197 A3 
162119 



19970122 
19980722 
19980722 
19980722 
199905 L 0 
20000501 
20001114 
19960123 
19960813 
19970122 
19970122 
19980722 



DE, 
LK, 
RO, 



US, UZ, VN, AM, 

FI, FR, GB, GR, 
CM, GA, GN, ML, 

19970122 
19970122 

19970122 
19970122 
19970122 
NL, SE, MC, PT, 



Ph 



CH^ 



Me 



:onh 



SO/NHCHCO?H 



AB The title compds . R5R4 R 3 S02NR2CHR1 COY [Rl = ( un ) subs ti tuted alkyi, aryl, 
aralkyl, heteroaryl, etc.; F.2 = H, ( un ) subs t i tut ed alkyi, etc.; R3 = 
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single bond, ( un ) subs ti tuted arylene, etc.; R4 = single bond, CH:CH, 
C.tplbond.C, CO, CONH, N:N, NHCONH, NHCO, O, S, S02NH, etc.; R5 - 
( un) substituted alkyl, cycloalkyl, etc.; Y = NHOH, OH; a proviso is given] 
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cycloalkyl, C2-12 alkenyl, C2-12 alkynyl; Cl-12 haloalkyl, NR11R12; Rll, 
R12 = independently H, Cl-6 alkyl; Rl LR12 == (CH2)4, (CH2)5; R2 , R3 = 
independently H, Cl-8 alkyl (un) substituted by OH, Cl-4 alkoxy, SH, Cl-4 
alkylthio, C3-8 alkenyl, C3-8 alkynyl, C3-8 eye loalkyl -Cl-4 alkyl; CR2R3 
C3-8 ring; R4-R7 - independently H, Cl-4 alkyl; R8 = Cl-6 alkyl, C3-6 
alkenyl, C3-6 alkynyl; R9 - C3-8 cycloalkyl; Cl-6 alkyl, C3C6 alkenyl, or 
C3-6 alkynyl substituted by .gtoreq.l haLo atoms; (CR13R14 ) p (CR15R16 i q-X; 
p - 0, 1; q - 0, L; R13-R16 = independently H, Cl-4 alkyl; X = H (wherein 
p - q = 0); Ph (un) substituted by halo, N02, CN, C02H, C2-6 alkenyl, C2-6 
alkynyl, Cl-6 haloalkyl, C3-6 alkenyloxy, C3-6 alkynyloxy, C3-7 
cycloalkyl, Cl-6 haloalkoxy, Cl-6 alkylthio, Cl-6 al koxycarbonyl , C3--6 
al kenyloxycarbony L , C3-6 al kynyloxyca rbonyl , Cl-6 alkyl, Cl-6 alkoxy; CN; 
C02R17; COR18; CR L 9 : CR2 0CO2R2 1 ; R17 - R2 L - H, Cl-6 alkyl, C3-6 alkenyl, 
C3-6 alkynyl, and R18 - H; Ci-6 alkyl, C2-6 alkenyl, C2-6 alkynyl or Ph 
(unj substituted by halo, N02 , CN, Cl-4 al kyl] are valuable microbioo ides . 
They can be used lii plant protection in the form of suitable compns . , for 
example in the control of fungal diseases. Thus, treatment of 
Et302-L-Val-OH (prepn. given) with iso-Bu chloro formate and 
N-methy Lmorpholine in THF at -20. degree, to -10. degree, for 1 h, foLlowed 
by addn. of H2NCH2CH2C6H3 ( OMe ) OCH2 Ph- 3 , 4 and warming to room temp, over 4 
h gave othylsulfonyl valine amide KtS02-L-Val-NHCH2CH2C6H3 (OMe ) OCH2Ph-3, 4 
(II). Over 130 related sulfonyl and sulfinyl amides were also prep'd. II 
showed systemic action against Phytophthora on tomato plants by virtually 
completely (0-5^ infestation) preventing infestation. 

IC ICM C07C3L1-06 

ICS C07C307-06; A01N04 1-06 

CC 34-2 {Amino Acids, Peptides, and Proteins) 
Section cross-re ference ( s ) : S, 10 
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0 P.7 
RlSNHCCONHC (C) p 

1 F3 i p8 



R9 
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F J 



RlO 

Rll 

OMe 



Me2NS02NHCH (CHMe2 ) CONHCH2CH2 



OMe 



II 



AB 



IC 

CC 
IT 



The title compds . [ I 
(un) substituted NH2 
alkyl; R5 = 
alkyl, N02, 



n = 0, 1; Rl = (un) substituted alkyl, halogenoal kyl , 
etc.; R2, R3 = H, ( un ) subs ti tuted alkyl; R4 = H, 
H, alkyl, (un) substituted Ph; R6, R7 = H, alkyl; R9-R11 = H, 
alkenyl, haLogen, etc.; p = 0, 1], useful as agrochem. 



fungicides and mic robiocides , are prepd, and I-contg. formulations 
presented. Thus, ( S ) -2 -amino-3 -methylbutyric acid N-[2-(3,4- 
dimethoxyphenyl ) ethyl ] amide was condensed with N, N-dimethylsul famoyl 
chloride, producing mi crobiocidal amide II, m.p. 97-99 . degree . . 
ICM C07C3L1-06 

ICS C07C307-06; C07C313-20; C07C311-14; C07C311-07; C07C323-60; 

C07C311-11; C07C317-04; C07D295-22; A01N041-06 
34-2 (Amino Acids, Peptides, and Proteins) 
Section cross-reference ( s ) : 5, 25 
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174602-51-8P 

174602-55-2P 
174 602-60-9P 
174 602-65-4P 
17469 L-S3-3P 
174691-58-8P 
RL: AGR 
study) ; 



174602-52-9P 

174602-56-3P 
174602-61-OP 
174602-66-5P 
174691-54-4P 
174691-59-9P 
(Agricultural use) ; 
PREP (Preparation) ; 



174602-53-0P 
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(prepn. of N-sulfonyl and 
agrochem. microbiocides ) 



SPN (Synthetic preparation) ; BIOL (Biological 
USES (Uses) 
N-sulfinyl . alpha . -amino acid amides as 
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RW: AT, 
GR, 
2087193 
9182060 
552158 
552158 

R : AT , 
05508646 
9105367 
9300 04 6 
5399748 



AU, 
LK, 
BE, 
IT, 



BE, 



Al 
BB, BG 
LU, MC. 
BF, BJ. 
LU, ML, 

AA 

Al 

Al 

Bl 
CH, DE, 

T2 

A 

A 

A 



19920123 
BR, CA, 
MG, MM, 
CF, CG, 
MR, NL, 
19920113 
199202 04 
19930728 
19941012 
DK, ES, 
19931202 
19930331 
19930107 
19950321 



PRIORITY APPLN. INFO. 



OTHER SOURCE (S) 
GI 



MAR PAT 117: 



WO 1991-GBI.lll 
CH, CS, DE, DK, ES, FI , 
MW, NL, NO, PL, RO, SD, 
CH, CI, CM, DE, DK, ES, 
SE, SN, TD, TG 

CA 1991-20*7193 
AU 1991-82060 
EP 1991-912752 

FR, GB, GR, IT, LI, LU, 

JP 1991-512030 
ZA 1991-5367 
NO 1993-46 
US 1993-961722 

GB 1990-15360 

GB 1990-27283 

WO 1991-GB1111 

8477 



19910708 

GB, HU, JP, KP, 

SE, SU, US 

FR, GA, GB, GN, 

19910708 
19910708 
19910708 

NL, SE 

19910708 
19910710 
19930107 
19930112 
19900712 
19901217 
19910708 



Q2 = 



Ql- 



K(CH2)m 
p3 
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AB 



IC 

cc 

IT 



ArS02 (Rl) NC (R2) [ (CH2) nT] COQ [I; Ar - (substituted) 2-naphthyl, 
2-naphthylmethyl, 1 , 2 , 3 , 4 - tet rahydro-2 naphthyl , PhCH2CH2, cmnamyl, 1- or 
2-indanyl, 3, 4-dichlorophenyl ; Rl = H, ( cyclo ) alkyl , heterocyclylalkyl , 
(substituted) arylalkyl; R2 = H, Me, Et; T = C02H, carbamoyl, tetrazolyl; 
n = 0-3; Q = Ql, Q2; X = alkyl, ( thio ) al koxy , C02H, carboalkoxy, N02, 
trihalomethyl , OH, amino, arylalkyl, alkylaryl, halo; m = 1-3; p = 0-3; R3 
= H, alkyl, (CH2)rR4; r = 0-4; R4 = ( subs ti tuted ) aryl ] , were prepd. Thus, 
PhCH2CH2NH2 was condensed with BOC-Asp ( Bz ) --OH using DCC in CH2C12 at 
-10. degree, to room temp to give 91> amide. The product was deprotected 
with CF3C02H (93 1 *) followed by acylation with 2 -naphthalonesu 1 f onyl 
chloride (80*) and hydrogeno lysis (92*) to give 2- 

naphtha lenesul f onylaspartic acid 2-phenylethylamide . I antagonized CCK-8 
in guinea pig gall bladder strips with pKB = 5.40-6.98. I were inactive 
in gastrin assays. 
ICM C07C3 1.1-19 

ICS A6LK031-195; C07C311-13; C07C311-37; C07D217-06; C07D307-66; 
A6 LK031-47 

and Proteins) 

1 

141577-42-6P 
141577-47-1P 
141577-52-8P 
141577-56-2P 
141596-47-6P 



34-2 (Amino Acids, Peptide 
Section cross-reference ( s ) 



141577-40-4P 
141577-45-9P 
141577-50-6P 

141577 -54-0P 
141596-45-4P 



141577-41-5P 
141577-46--0P 
141577-5 1-7P 
141577-55-1P 
141596-46-5P 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(prepn. of, as cholecystokinin antagonist) 



141577-43- 
14 L577-48- 
14 L577 -53- 
141577-57- 



7P 
2P 
9P 
3P 



141577-44-8P 
141577-49-3P 

141577-58-4P 



L10 ANSWER L3 OF 14 HCAPLUS COPYRIGHT 2003 ACS 
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INVENTOR(S) : 



PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



as inhibitors 



1992 : 2 14912 HCAPLUS 
116:2149L2 

Preparation of (peptidyl ) alkanediamines 
of retroviral proteases 

Budt, Karl Heinz; Stowasser, Bernd; Knolle, Jochen; 

Ruppert, Dieter; Meichsner, Christoph; Paessens, 

Arnold; Hansen, Jutta 

Hoechst A.-G., Germany 

Ger . Of fen. , 69 pp. 

COD EN: GWXXBX 

Patent 

German 

1 



PATENT NO. KIND DATE APPLICATION' NO. DATE 



DE 


4 0 30 350 


Al 


199104 1 1 


DE 


1990- 


4030350 


1990 092 6 


EP 


428849 


A2 


19910529 


EP 


1990- 


118377 


19Q0092 5 


EP 


428849 


A3 


19910731 












R: AT, BE, 


CH, DE, 


DK, ES, FR, 


GB, GR, IT, LI, LU, 


NL, SE 


I'D 


298 109 


A5 


19 92 02 0 6 


DD 


1990- 


34 4 2 3 1 


199 0 0 92 6 


RU 


2047621 


CI 


19951 1 10 


RU 


1990- 


4*3 L099 


199 0 0 92 6 


CA 


2026382 


AA 


1 -^91 0 32 9 


CA 


1990- 


°i'r 63 8 2 


199 0 0 9."! 7 


NO 


9004208 


A 


.1 99104 02 


NO 


1990- 


4 2 OS 


1990092 7 


CN 


1050545 


A 


2 9 9 1 0 4 1 0 


CN 


1990- 


1 0 £04 5 


199 o 0 92 7 


ON 


1052240 


B 


2 000 0 5 L0 










AU 


906322 1 


AL 


1^9104 11 


AU 


1990- 


63; 2 1 


I 9 9 0 0 9 2 7 


AU 


62 7 937 


B2 


19920903 










JP 


03120245 


A2 


19910522 


JP 


1990 ~ 


2 5 f - 4 4 5 


199 0 0 92 7 
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JP 


2521841 


B2 


19^608 07 










ZA 


900772 7 


A 


19910 62 6 


ZA 


1990- 


7 72 7 


1 ,: >900927 


HU 


5 5 7 9 7 


A2 


19 910 62 8 


HU 


1990- 


624 4 


19 9 0 0 9 2 7 


BR 


9004852 


A 


199109 10 


BR 


1990- 


4 8 52 


19900^27 


RU 


2028155 


CL 


19950209 


RU 


1991- 


4894683 


199108 11 


AU 


9344468 


Al 


19931021 


AU 


1993- 


4 4 4 68 


19930805 


AU 


663207 


B2 


19950928 










US 


57 124 17 


A 


19980127 


US 


1994- 


272760 


199407 11 


CN 


12530 L9 


A 


200005 17 


CN 


1999- 


118641 


199^09 10 


PRIORITY 


APPLM. INFO . 






DE 1989-393 


2390 Al 


19890928 



DE 1990-4013149 Al 19900425 

US 1990-588206 Bl 19900926 

US 1992-845823 Bl 19920306 

US 1992-984252 Bl 19921201 



OTHER SOURCE(S): MARPAT 116:214912 

GI For diagram(s), see printed CA [ssue. 

AB The title compds . [I; R2 , R7 H, C02H, alkyl, alkoxy, HS, etc.; R3, R8 = 
H, CL-3 -alkyl; R4 , R9 = Cl-8-alkyl; R5, R10 = H, OH, NH2 , C02H; R6, Rll = 
H, Cl-6 -alkyl; A, B = acyl, acy Ipept idyl , acylaminoacyl ; Y = O, S f 
(substituted) methylene, (substituted) imino; 1, m = 0, 1], useful for 
treatment of AIDS, were prepd. N, N ' -b i s ( 1 - valyl ) -2 S , 5S -diamine- 1 , 6- 
diphenylhexane-3R, 4R-diol-2HCl (prepn. given) was reacted with BOC-Phe-OH 
in DMF contg. N-ethylmo rpholine , HOBt, and 1- [ 3- (dimethylamino) propyl ] -3- 
ethylcarbodiimide at 0. degree, for 1 h to give, after extn. with EtOAc and 
treatment with aq. NaHC03 and aq. KHS04, N , N ' -bis ( t:e rt-butoxycarbonyl-L- 
phenylalanyl-L-valy L ) -23, 5S-di amino- 1 , 6-diphenyl-hexane-3R, 4R-diol . This 
had an IC50 of 10 nM against HIV protease. 

IC ICM C07K005-06 

ICS C07K005-08; A61K037-64; C12N009-64; C07C271-16; C07C271-20; 
C07C317-28; C07C317-LO; CQ'l F007- 1 8 ; C07C237--10 

CC 34-3 (Amino Acids, PeptLdes, and Proteins) 
Section cross-reference ( s ) : 17, 23 
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RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; BIOL (Biological 
study); PRKP (Preparation) 

(prepn. of, as retroviral protease inhibitor) 
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1987:156145 HCAPLUS 
106: 156145 

7-oxabicycloheptane substituted amide-sul Eonamide 
prostaglandin analogs useful in the treatment of 
thrombotic disease 
Nakane, Mas ami 

Squibb, E. R. , and Sons, Inc., USA 
U.S., 24 pp. 

CODEN : USXXAM 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



US 4632931 A 19861230 US 1985-780127 

PRIORITY APPLN. INFO.: US 1985-780127 

OTHEP SOURCE(S): CAS REACT 106:156145 

GI 



19850925 
19850925 



(CH2>mA(CH2) n QR 



\ ' (CH9 )■ pNRl-CO (CH2) gNR-S02R 3 

O I 



AB Title compds. I (m - 0-4; A - CH:CH, CH2CH2; n = 1-5; Q = CH:CH, CH2, 

CH(OH), mono- or dihalomethy lene , t.^ond; R = C02H, CH20H, tetrazolyl, etc.; 
p = 1-4; Rl, R2 == H, alkyl; q = 1-12; R3 = alkyl, aryl , arylalkyl, 
cycloalkyl, cycloal kylal kyl ) cardiovascular agents, useful for treatment 
of thrombotic disease, were prepd. I are useful as platelet aggregation 
inhibitors, brochocons tr iction inhibition, and for treatment of 
circulating disorder (no data) in a pharmaceutical form (no- data). Thus, 
Me [IS- [1 .beta. ,2 .alpha . ( 5Z ) , 3 .alpha . , 4 .beta . ] ] - -7- { 3- ( hydrcxyme t hyl ) -7- 
oxabi cyclo [ 2 . 2 . 1 ] hep-t-2-yl ] -5-heptt-noate was tosylated, the tosylate 
converted to the phthalimide deriv. which was hydrolyzed t-: gLve the 
heptenoate Me ester, which was coupled with N- (pentylsul for.yl i glycine in 
presence of carbonyi diimidazole to give [ IS- [ 1 . beta . , 2 . alpha . ( 5Z ) , 3 . alp-ha 
. , 4 .beta. ] ] -I (m - p = 1 , A = CH:CH, n = 2, Q - CH2, R = C02Me, q = i, Rl 
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= R2 = H, R3 = pentyl) . 
IC ICM A61K031-39 

ICS C07D307-00 
NCL 514382000 

CC 26-3 (Biomolecules and Their Synthetic Analogs) 
Section cross- reference ( s ) : 1 

IT 107490-98-2P 107490-99-3P 107491-01-OP 107491-02-1P 107491-04-3P 
1 07 4 9 1-05- 4 P 1074 91-06-5P 107491- 07- 6P 107491-10- IP 107 491-11-2P 
107491-12-3P 107491-13-4P 107491-15-6P 107491-16-7P 107491-18-9P 
107491-19-OP 107491-20-3P 107491-21-4P 107491-23-6P 
107 491-24-7 P 107 491-2 5-8P 107 4 9 1-2 6- 9 P 107504-4 6- IP 
RL: SPN (Synthetic preparation); PREP (Preparation) 
(prepn. of, for treatment of thrombotic diseases) 



=> fil hcaold 

FILE 'HCAOLD* ENTERED AT 14:13:27 ON 24 FEB 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2003 AMERICAN CHEMICAL SOCIETY (ACS) 

PRE-1967 CHEMICAL ABSTRACTS FILE WITH HOUR-BASED PRICING 
FILE COVERS 1907-1966 

FILE LAST UPDATED: 01 May 1997 ( 1997 0501/UP ) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. Title keywords, authors, patent 
assignees, and patent information, e.g., patent numbers, are 
now searchable from 1907-1966. TIFF images of CA abstracts 
printed between 1907-1966 are available in the PAGE 
display formats. 

This file supports REGlstRY for direct browsing and searching of 
ail substance data from the REGISTRY file. Enter HELP FIRST for 
more information. 

=> d his 111 

(FILE 'HCAPLUS' ENTERED AT 14:08:28 ON 24 KEB 2003) 

FILE 'REGISTRY' ENTERED AT 14:11:46 ON 24 FEB 2003 

FILE 'HCAPLUS' ENTERED AT 14:11:51 ON 24 FEB 2003 

FILE 'HCAOLD 1 ENTERED AT 14:13:12 ON 24 FEB 2003 
Lll 1 S L2 

FILE 'HCAOLD' ENTERED AT 14:13:27 ON 2 4 FEB 2 003 

= > d all 

Lll ANSWER 1 OF 1 HCAOLD COPYRIGHT 2003 ACS 

AN CA55:189d CAOLD 

TI color couplers 

AU Greenhalgh, Colin W. 

TI color couplers (photographic) 

PA Imperial Chemical Industries Ltd. 

DT Patent 
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PATENT NO. KIND DATE 



PI GB 830797 
DE 1115129 



US 3133815 1964 
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